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Cknao:

ditoua pewoguna. HIyKOHA3O0M,;

1 xancyma MicTUTB QuIyKOHAa301Ty, y mepepaxyBanHi Ha 100 % peuouny 50 mr abo 100 wmr;
O00NOMIDICHI peuo8uHU. KANbIIII0 cTeapaT, HATPIil0 KPOXMABITIKOIAT (TUIl A);

CKNA0 000NI0HKU Kancyau O0aa 0o3yeanus 50 me:. xenaTuH, nateHTtoBanuil cuHii V (E 131),
xinoninoBuil xoptuii (E 104), tutany niokeun (E 171), azopy6in (E 122);

CK1a0 o0bonouku Kancyau ona o0o3yeamHs 100 me: xenatudH, nareHtoBaHud cuHid V (E 131),
xinoninoBuii xoptuii (E 104), tutany niokcun (E 171), azopy6in (E 122), ingurokapmin (E 132).

Jlikapcbka ¢gopma. Kancynu.

OcHosni  @izuko-ximiuni eracmugocmi. TBEpIl >KenaTwuHOBI karcymu Ne 1, xopmyc Oipro30BOTO
KOJIbOPY, KPUIIKA POKEBOTO KOIBOPY AJIsl 103yBaHHS 50 MT, KPHUIIKAa CHHBOTO KOJILOPY ISl JO3YBaHHS
100 mr.

BwmicT kancyn — mopoiok 6isioro abo Maiixke 017100 KOasopy, 0e3 3amaxy.

dapmakoTepaneBTHYHA rpyna. [IpoTurpuOkoBi 3acobm st cucTeMHOro 3actocyBaHHs. IloximHi
tpuazoiy. Kon ATX JO2A CO1.

Dapmakonoziuni eracmusocmi.

DapmakoouHamika.

MexaHi3m Jii.

®dyKoHa30Jl € TMPOTHUTPUOKOBUM 3acO00M Kjacy TpuasoiiB. IlepBHHHUM MexaHI3MOM HOro il €
NpUrHideHHsT TpuOKoBoro 14-anmbda-r1aHocTepoi-IeMEeTHIIIOBAHHS, OIMOCEPEIKOBAHOTO IIUTOXPOMOM
P450, mo € HeBix’eMHUM eTarmoM O10CHHTE3y IPUOKOBOTO eprocrepoiny. Akymyssiis 14-anbdha-MeTui-
CTEpOJIIB KOPEJIOE 3 MOJANIBIIOI0 BTPATOI €ProcTeposly MEMOpPaHOI I'PUOKOBOI KIIITHHU Ta MOXKE
BIJIMOBIAATH 3a MPOTUTPUOKOBY aKTHUBHICTH (prrykoHazomy. DiaykoHa30s € OiJbII CEEeKTUBHUM [0
rpubkoBux pepmenTiB muToxpomy P450, Hix 10 pi3HUX cucTeM pepMenTiB nuToxpomy P450 ccamis.
3actocyBanHsa (aykoHazomy y A031 50 Mr Ha o0y mpotsirom 28 qHIB HE BIUIMBaE Ha piBEHBb
TECTOCTEPOHY Y IIJIa3Mi KpOBI Yy 4YOJIOBIKIB a00 Ha piBEHb EHJOTEHHHMX CTEpOIiIiB y >KIHOK
penpoaykTuBHOro Biky. ®diykoHaszon y 1031 200—400 Mr Ha 100y HE MpOsBIS€E KIIHIYHO 3HAYYILOTO



BIIMBY Ha PiBCHBb €HIOTCHHUX CTEPOiiB a00 HA BIJMOBIIb HA CTUMYJISIIIO aPEHOKOPTUKOTPOITHOTO
ropmony (AKTT') y 3m0poBux 10GpOBOJIBIIIB YOJIOBIUO1 CTATI.

JocmimpkeHHs: B3aeMOIIi 3 aHTHUIIIPUHOM TPOJAEMOHCTPYBaJIM, 10 3acTocyBaHHA S0 Mr (irykoHa301y
pa3zoBo yM H6araTopa3zoBO HE BILJIMBAE HA META0Oi3M aHTHITIPUHY.

YyrausicTs in Vitro.

dnykoHa3o0i IN Vitro JeMOHCTpYe TPOTUTPUOKOBY aKTHBHICTh CTOCOBHO KJIIHIUHO IMOINIMPEHUX BUIIIB
Candida (sxmouaroun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata nemonctpye 3umxeny
gyrmBicTh 10 (aykonasomy, a C.krusei ta C.auris e crifikumu 10 Qaykonaszony. MiHiManbHi
1Hr10yr04l KOHIeHTpalii Ta emigemiosnoriune moporose 3HaueHHs 3riqHo EUCAST (ECOFF) nmns
¢dnykonasony crocosro C. guilliermondii Bum, Hixk crocosHo C. albicans.

Takox ¢uykonason inVvitro memoHcTpye akTuBHICTH sk mpotu Cryptococcus neoformans Tta
Cryptococcus gattii, Tak 1 mnpoTH eHAEMIYHMX IUTICHABUX TpuOiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo03B’ 130K papMaKOKiHETUIHUX i (hapMaKOAMHAMIYHUX BIACTUBOCTCH.

BiamoBigHO 10 pe3ynapTaTiB JOCHIIKEHb Ha TBapUHAX, ICHYE KOPENALis MiX MiHIMaJIbHOIO
1HT10YI04OI0 KOHIEHTpall€0 Ta e(EeKTUBHICTIO IPOTH EKCIIEPUMEHTAIBHUX MOJENell MiKO3iB,
cnpuurHenux Bugamu Candida. BigmoBimHo 10 pe3ynbTaTiB KIIHIYHUX JTOCHIDKEHB, ICHYE JIiHINHHA
3anexxkHicth Mk AUC Ta nposorw  daykonazomy (mpubnusHo 1:1). Takox icHye mnpsamuii, ane
HenocTaTHii 3B’s130Kk Mik AUC abo 103010 Ta MO3UTHUBHOK KIIIHIYHOIO BiIMOBIIJII0 HA JIKYBaHHS
OpaJIbHOTO KaHIUI03y Ta MEHINO MIpOI — KaHauJeMii. AHJOTIYHO JIKyBaHHS 1H(EKIIIH,
CIPUYMHEHHMX MITaMaMH, 10 SKUX (IIYKOHA30JI JIEMOHCTPYE BHCOKY MiHIMaJbHY iHTiOyl04y
KOHIIEHTpAIIif0, € MEHIII 33JI0BIJIEHUM.

MexaHi3M pEe3UCTEHTHOCTI.

Mikpooprauizmu poay Candida meMOHCTpPYIOTh YHCIEHHI MEXaHi3MHM PE3MCTEHTHOCTI J0 a30JIbHHUX
MPOTUTPHOKOBUX 3ac00iB. DIyKOHA307 IEMOHCTPYE BUCOKY MiHIMalbHY 1HTiIOyI04y KOHIIEHTpALIO
MpPOTHU IITaMiB TpUOIB, SKI MamTh OAMH abo0 OiIbIIe MEXaHi3MiB PE3UCTEHTHOCTi, 0 HETaTHBHO
BIUTMBA€E Ha e()EKTUBHICTH IN VIVO Ta B KITIHIYHIH MPAKTHUIL.

V 3a3zBuuail yyrauBux BuAiB Candida nHaifuacTinmm € MeXaHi3M PO3BHTKY PE3HCTEHTHOCTI, B SIKOMY
3a/isiH1 LUJIbOBI (PEpMEHTH a30JIiB, BIANOBIJANIbHI 32 O10CHUHTE3 eprocTepoily. Pe3uCTEeHTHICTh MOXe
Oyt 00yMOBJIEHAa MYTallisIMH, TOCHJICHHAM NMPOIYKLii (PepMEeHTy, MeXxaHi3MaMH e(IIIOKCY Ipernapary
a00 PO3BUTKOM KOMITEHCATOPHHUX IUISIXIB.

[Mosigomisutocs npo cynepingexuii Candida spp., cnpuunneni innmmmu Hixk C. albicans Bugamu, mo
4acTo MaroTh 3HMKeHY uyriuBicTh (C. glabrata) a6o € crifikumu (manpukiaaza, C. krusei, C. auris) go
¢bykonazomy. Jlns mikyBaHHS Takux iH(EKIiH ciif 3acTOCOBYBaTH albTepHATHUBHI NMPOTHUTPHOKOBI
3aco0u. MexaHi3MH PE3UCTEHTHOCTI IIie HE [0 KiHI BUBYEHI B JAesKkuX mpupoaHo cTiiikux (C. krusei)
a06o Hoeux (C. auris) suxis Candida.

KontposbHi Toukn EUCAST (€Bporeiichbkoro KOMITETY 3 AOCIi/DKEHb YYTIAMBOCTI 0 aHTUMIKPOOHUX
3ac00iB).

Basyrourchk Ha 10CIiKeHHI (papMakoKiHEeTHYHOI/(hapMakoJMHAMIYHOT iH(pOpMAIil, 4yTIUBOCTI iN Vitro
Ta KJIIHIYHOI BIAINOBi/I, OyJ0 BU3HAYEHO KOHTPOJBHI TOUKHU JJs (IIYyKOHA30Iy JUIsi MIKPOOPraHi3MiB
pony Candida (Cymposigauit po3s’scHioBaibhuii gokyMeHT EUCAST mns duykonaszony (2020) —
Bepcist 3; €BpONEHCHKUN  KOMITET 13 JOCHI/DKEHb YYTJIMBOCTI IO aHTUMIKPOOHHMX 3aco0iB,
[porurpuOkoBi 3acobu, Tabauili KOHTPOJBLHHUX TOYOK s iHtepnperamii MIK, Bepcis 10.0, HaOyB
yrHHOCTI 04.02.2020 p.). BoHu Oyinu po3moijeHi Ha KOHTPOJIbHI TOYKH, IO HE MOB’sI3aHi 13 IEBHUM
BUJOM, fKi OIJbIIOI0 MipOI BH3HAYAJIMCS Ha OCHOBI (papMaKOKiHETHYHOI/(papMaKOAMHAMIUHOT
1H(popMarlii i He 3aJIe’KaTh BiJl PO3MOLTY HA IEBHI BUAM 332 MiHIMAJIBHOIO 1HI1OYIOUOK0 KOHIICHTPAIII€IO,
Ta Ha KOHTPOJIbHI TOYKH, MTOB’A3aHi 3 TIEBHUM BHJIOM, L0 Hail4acTille acOLIIOIOTHCS 13 1HPEKUIsIMU Y
moauHM. L{i KOHTPOIBHI TOUKHM HAaBEICHI HIDKYE.



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

[TpoturpuoKoBHii KoHTposibHI TOUKH, TTOB’s13aH1 13 IEBHUM BHJIOM, KonTtposbHi

3acio S</R>ywmr/n TOYKH, HE
OB’ s13aH1 3
IIEBHUM BHIOM,?
S</R>ywmr/n
Candida| Candida Candida Candida| Candida Candidal
albicans| dubliniensis| glabrata krusei | parapsilosis| tropicalg
®aykoHa301 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4

S = uyTnuBwM;
R = pe3uctenrnuii;

a KOHTPOJIbHI TOYKH, IO HE TOB’A3aHi 13 TEBHUM BHJIOM, $IKi OUIBIIOK MIpPOI0 BHM3HAYAIUCS HA OCHOBI

(hapmakokiHeTHIHOT/ (hapMakoAMHAMIYHOT 1H(pOpMaIHi 1 HEe 3aieaTh BiJ PO3MOJLUTY HA TIEBHI BHAU 332 MiHIMAJIHHOIO
1HriOYI04O0r0 KOHIEHTpalie€to. BoHH H0OCHiIKyBaIMCh JIMIIE Y MiKPOOPraHi3MiB, Y SIKHX HE iCHY€e criel(iqHO KOHTPOJIBHOT
TOYKH;

-- TOCJI JDKEHHS Yy TJIMBOCTI He PEKOMEHOBAaHi, OCKIILKU JaHUI BHI] HE € METOIO JIKapChKOT Tepartii;

* Vei nokasmuku C. glabrata B xareropii 1. MIK mpotu C.glabrata ciin ouiHioBaTM ik pe3UCTEHTHi, KOJIM BOHH
nepeBunyrots 16 mr/n. Kareropis gyrmmuBocTi (< 0,001 Mr/im) BHKOPUCTOBYETBCS JIMIIE [UIS 3al00IraHHA TOMMIKOBOI
kiacugikamii mramiB [ sk mramiB S. [— 4yTiamBHiA 32 yMOBM ITiJIBHIIEHOT €KCIMO3MIIi: MIKPOOPraHi3M HaleXUTh 0
KaTeropii «JIyTIMBHI 32 YMOBH INiIBHIICHOT €KCTIO3MIII» Y pa3i, KOJIM iCHYE BUCOKA HMOBIPHICTH TEPANeBTUIHOTO YCIIXY,
OCKIJIbKM €KCTO3MIlis Tperapary Oyna 30iNbllieHa 3a paxyHOK KOPEKIi peKuMy J03yBaHHI a00 HOTO KOHIEHTparii y
BOTHHIII 1H}EKI.

Dapmarokinemuxa.

@dapMaKOKIHETHYHI BIAaCTUBOCTI  (PIIyKOHA30Jly € TOMIOHMMH TIpH BHYTPIMIHHOBEHHOMY 1
epopaIbHOMY 3aCTOCYBaHHI.

AbcopOrist.

dnykoHa3051 100pe BCMOKTYETHCS MPU MEPOPATbHOMY 3aCTOCYBaHHI, a PIBEHb Mpenapary y Iiazmi
KpOBI 1 cHCTeMHa O01010CTYyMHICTh mepeBulnyloTh 90 % piBHA (IyKOHA30Jy y IJIa3Mi KpPOBI, IO
JIOCSITAETHCSI IPU BHYTPILIIHROBEHHOMY BBEJIEHHI JIiKapchKoro 3aco0y. OnHouacHe BXXMBAaHHA 1Ki He
BIUIMBA€E HAa BCMOKTYBAHHS JIKApChKOTO 3aco0y MHpH Horo mepopaibHOMY 3actocyBaHHi. IlikoBa
KOHIIEHTpAIlisd y T1a3Mi KpoBi jgocsraetbes uepes 0,5—1,5 roaunu micist npuitomy J1ikapchbKOro 3acody
Harmecepiie. KoHmenTpaitis J1ikapchKoro 3aco0y y mia3Mi KpoBi IporopitiiHa 103i. PiBHoBaxkHa 90 %
KOHIIEHTpALlis JOCATAEThCS Ha 4-5 100y JIIKYBaHHS IperapaToM IMpH 0araTopa3oBOMY 3aCTOCYBaHHI
OJIMH pa3 Ha 100y. PiBHOBaXkHa KOHIIeHTpallis Ha piBHI 90 % mocsAraeTbCs Ha IPYTHil IEHb JTIKyBaHHS
MIPH 3aCTOCYBAaHHI y MEpIIMK JAEHb HAaBAaHTAXKYBAJIBHOI JI03H, IO BIBIYI MEPEBHILYE 3BUYANHY JOOOBY
103y.

Poznogi.

OOG’em po3moJidy NMPUOIU3HO JOPIBHIOE 3arajJlbHOMY BMICTY pIJMHHM B OpraHi3mi. 3B’s3yBaHHS 3
Oinmkamu ra3Mu KpoBi Husbke (11-12 %).

dykoHa3011 100pe MPOHUKAE B YC1 JOCHTIKYBaHI PiAMHU opraHi3my. PiBeHb ¢uiykoHa30I1y y CIIUHI Ta
MOKPOTHHHI € MOAIOHUM /10 KOHIIEHTpAIlii J1KapChKOro 3aco0y y mia3Mi KpoBi. Y MaIli€HTIB, XBOPUX
Ha TpOKOBHUIl MEHIHTIT, piBeHb (DIIYKOHA30Jy Y CHUHHOMO3KOBIH piauHi gocsrae 80 % koHueHTpariiy
TJ1a3M1 KPOBI.

Bucoki koHuenTtpamii (IyKkoHa30dy Y WIKipi, MO MEPEBHIIYIOTh CHPOBATKOBI, OCATAIOTHCA Y
poroBomy Imiapi, emigepmici, aepMi Ta moTi. PIyKOHA30J HAKOMUYYETHCA y poroBomy Imapi. [lpu
3acrocyBanHi 1103 50 Mr 1 pa3 Ha 100y KOHIEHTpallis ¢uykoHazony micis 12 nHIB JIIKyBaHHS
CTaHOBWJIa 73 MKI/T, a yepe3 7 JHIB MiCJs 3aBEpIUCHHS JiKyBaHHS KOHIIEHTpallis BCce LIe CTaHOBHJIA
5,8 Mkr/r. Ilpm 3acTocyBanHi g03u 150 mMr 1 pa3 Ha THXKIEHB KOHIICHTpAIis (IIyKOHA30Jy Ha 7 JIEHb
JiKyBaHHS CTaHOBHUIA 23,4 MKI/T; yepe3 7 JIHIB MiCiIs 3aCTOCYBaHHS HACTYHOT 103U KOHIIEHTpallis Bce
e cTaHoBuja 7,1 MKI/T.



Konnentpaniss ¢mykoHa3zonmy B HIrTax micns 4 micsmiB 3actocyBanHs 150 mr 1 pa3 Ha THXIEHB
ctanoBuisa 4,05 MKI/T y 310poBHX 100pPOBOJIBLIB Ta 1,8 MKI/T IpH 3aXBOPIOBAHHSIX HITTIB; (PIIyKOHA307
BU3HAYaBCA y 3pa3Kax HIITIB uepe3 6 MICALIB MiCis 3aBepIIeHHS Tepaii.

biorpancdopmaiiis.

®dykoHa3071 MeTaboMi3yeThCsl HE3HAUHOI Miporo. [Ipu BBeAeHHI J03M, MIUEHOI pPaaiOaKTUBHUMH
13oTonamu, auie 11 % ¢(aykoHa301y €KCKpeTyeThes 3 cedero y 3MiHeHOMY BUIIAl. DiaykoHas301d €
cenekTuBHUM 1HTIOITOpoM 130¢epmenTiB CYP2C9 ta CYP3A4, a TakoX NOTYKHHUM 1HT1O61TOpOM
i30¢epmenty CYP2C19.

BuBeneHHs.

[lepion HamiBBHBEICHHS (PIyKOHA30dy i3 IUIa3MHU KpOBI CTaHOBUTH Onu3bko 30 roauH. binbima
YacTHHA JIKapChKOro 3aco0y BUBOAUTHCA HUPKaMu, ipuaomy 80 % BBeeHOT 1031 BUSBISETHCS Y ceUl
B He3MiHeHOMY cTaHi. KitipeHc ¢urykoHasomy mponopuiifauii 10 KiaipeHcy kpeaTuHiny. Llupkynroodanx
MeTa0oJIiTiB HE BUABIICHO.

TpuBanuii mepio HamiBBUBEICHHS JIKAPCHKOTO 3ac00y 3 IUIa3MH KPOBI JIa€ MOXKIIUBICTH Pa30BOTO
3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y MPH BariHaJIbHOMY KaHIUA031, @ TAKOXK 3aCTOCYBaHHS JT1KapChKOTO
3aco0y 1 pa3 Ha THXKICHB NPU 1HIIMX MOKA3AHHSIX.

HupkoBa HEJI0OCTAaTHICTb.

VY mari€eHTiB 13 HUPKOBOIO HEIOCTATHICTIO TSKKOTO CTyHEeHs (IBHAKICTH KIyOOUKOBOI (ijabTpallii
< 20 mn/xB) mepion HamiBBUBeACHHS 30inblryeThess 3 30 rogua go 98 rogmna. Tomy miit kareropii
MAaIe€HTIB HEOOXIJHO 3MEHIIMTH 103y (iykoHa3omy. DIyKoHA30/1 BUAAISETHCS IUIIXOM TeMO/T1ali3y,
Ta MEHIIOI0 MIpOI0 — MUIAXOM IHTpamepuTOHeanbHOro miamizy. CeaHC remojianizy TpUBATICTIO
3 rOIMHY 3HUXKYE PiBEHb (PIIYKOHA30Jy Y T1a3Mi KpoBi puoim3Ho Ha 50 %.

Jlakraris.

Konnentpanii ¢haykoHa3oy y miasmi i MaTepHHCHKOMY MOJIOII BIIPOJOBXK 48 TOIUH Micis TPUHOMY
onHopazoBoi go3u 150 Mr mpemapary [udmrokan ormiHooBamu y xonai (apMaKOKiHETUYHOTO
JOCITIDKEHHS 32 Y4acTIO JECATH JKIHOK Yy MEepio/il JIAKTaIlli, sIKi TAMYacOBO a00 MOCTIMHO MPUTTHHUIN
TOAyBaTH CBOiX HEMOBIISAT TPYAII0. Y MaTEpPUHCBKOMY MOJOLi (DIyKOHA30J7 BUSBWIN Y CEpelHiil
KOHIIeHTpallii mpuoim3Ho 98 % Bix Toi, MmO Big3HAYanw y muiasmi marepi. Yepes 5,2 romuH Mmiciis
pUIOMY 103U CEpEeHs MMIKOBAa KOHLIEHTPALlisl y MATEPUHCHKOMY MOJIOL cTaHoBUa 2,61 mr/mn. Jlo6oBa
no3a (GIyKoHa30ily, OTpUMaHa HEMOBISIM 3 MaTEpPUHCHKOTO MOJIOKA (SKIIO MPUHHSTH CEpeHE
CHOXXUBaHHS MoJsioka 3a 150 mi/kr/no0y), po3paxoBaHa Ha OCHOBI CepeIHbOI MKOBOI KOHLIEHTpaMii y
MoJomi, mo gopiBHioe 0,39 mr/kr/mo0y, cranoBuTh npubmu3zHo 40 % Big 103U, PEKOMEHIOBAHOL
HOBOHApO/DKEHUM (BiKOM < 2 THXHIB), a00o 13 % Big 103M, pEKOMEHIIOBAHOI HEMOBIATAM JUIS
JMKYyBaHHS KaHUI03Y CITU30BUX 000JIOHOK.

iTH.
Hani 3 papmakokiHeTHKH Oyau ouiHeHi y 113 pitelt mig yac 5 nociikeHb: 2 TOCTIPKEHHS pa30BOro
3aCTOCYBaHHS, 2 JOCIIDKEHHS 0araTopa3oBOro 3acTOCYBaHHsS Ta | JOCHIDKEHHS HEJOHOIICHUX
HOBOHAPOIKEHUX.
[Ticns BBenmeHHs 2—8 Mr/kr (aykoHazomy miTsM BikoM Big 9 micsmiB 1o 15 pokie AUC craHoBHIa
o6mu3pko 38 mkr*rog/mn Ha 1 mr/kr mo3u. Ilicias GaraTopa3oBOro 3acTOCYBaHHS CEpelHIM Mepion
HaITiBBUBEICHHS (DIIyKOHA30JTy 13 MIa3MU KPOBi BapitoBaBcs Mk 15 Ta 18 romunamu; 00’ €M po3moaity
cranoBuB 880 muI/kr. Binbmn TpuBanmuii mepioj HamiBBUBEIACHHS 13 IUIa3MHM KPOBI, IO CTAHOBUB
npuOnu3Ho 24 roguHM, OyB TMicas pa3oBOro 3acTocyBaHHsS (iykoHazomy. Lleld moka3HUK €
CHIBCTAaBHMM 3 TII€piOJIOM HamiBBUBEIEHHS (IyKOHA30dy 13 TUIA3MH KpPOBI IIICIIs  Pa3oBOTO
3aCTOCYBaHHSI J03M 3 MI/KI' BHYTPIIIHBOBEHHO AiTsAM BikoMm Big 11 muiB mo 11 micsamiB. O6’em
PO3MOLITY Y MAIIEHTIB ITi€T BIKOBOI TPy CTAHOBUB OJIN3BKO 950 MII/KT.
HocBin 3actocyBaHHS (IYKOHA30Jly HOBOHApOKEHUM OOMEXYeThbcsl (hapMaKOKIHETUYHUMU
JOCIIDKeHHSIMHA |2 HeTOHOIIEHHUX JAiTel i3 TepMiHOM recrtamii mpubau3Ho 28 TxkHIB. CepenHii Bik
JUTUHU TPU BBEJCHHI MEpINoi 103U CTaHOBUB 24 ronuHu (Big 9 1o 36 roauH); cepeaHs Bara Mpu
HapopkeHHl craHoBuiia 900 r (Bixm 750 no 1100 ). [dns 7 mamieHTIB MPOTOKOI AOCTIKEHHS Oyio



BUKOHaHO. MakCHUMyM 5 BHYTPIIIHBOBEHHUX iH €Ki (hIyKoHA307y y 7031 6 MI/KT BBOAMIM KOXKHI
72 romuuau. CepenHiil miepio/] HaNiBBUBEACHHS CTaHOBHUB 74 roauHu (44—185) B mepumii 1eHb, OTIM
3uu3uBCs 10 53 rogun (30-131) Ha 7-i menb Ta mo 47 (27—68) Ha 13- nensb. [Lioma mijg KpUBOO
(Mxr*rom/mi) cranosuia 271 (173-385) B mepumii neub, 30iabimnacs 10 490 (292-734) ua 7-ii neHb,
nmotim 3HmM3mIacsa 10 360 (167-566) na 13-ii nenb. O6’em posmoginy (Mi/kr) ctanosus 1183 (1070-
1470) y nepumii neHb, 30inbinyBaBes g0 1184 (510-2130) va 7-it aens ta mo 1328 (1040-1680) Ha 13-
H JIeHb.

[arieHTH TITHBOTO BIKY.

dapMaKOKIHETUYHE JTOCHTIDKCHHSI MPOBOAWIIM 3a ydacTio 22 mamieHTiB (BIKoM Big 65 pokiB), sKi
3actocoByBasid 50 Mr ¢uIyKOHA30ITy epopainbHo. 10 maIieHTiB 0THOYACHO 3aCTOCOBYBAIU JIIYPETHUKH.
Crax cTanoBmIIa 1,54 MKI/MIT Ta Jocsirayiacsi IpoTsroM 1,3 TOIMHH MICHs 3aCTOCYBaHHS (IIYKOHA30ITY.
Cepennst AUC cranosuna 76,4+20,3 mxr*ron/min. Cepenniit nepion HamiBBuBeneHHs 46,2 roguaun. Li
(hapMaKkOKiHETUYHI MOKA3HUKU € BUIMMU MOPIBHSHO 13 aHAJIOTTYHMMH Yy 3J0POBHUX J0OPOBOJIBIIIB
Mosoamoro Biky. OnHOYacHe 3aCTOCYBaHHS JIypEeTHKIB HE Masio 3Ha4HOTO BIUMBY Ha Cpax T2 AUC.
Takox kinipeHc kpeaTuHiHy (74 Mi/xB), BIACOTOK (IYKOHA30Jy, IO E€KCKPETyBaBCS 13 CEUE0 Yy
HeaMmineHoMmy Burisiai (0—24 romunu, 22 %), Ta HUPKOBHH KiipeHC ¢urykoHazoury (0,124 mi/xB/Kr) y
NAII€HTIB JIaHOi BIKOBOI TIpynu OyId HIKYMMM, HDK aHaJOTi4HI IOKAa3HUKH Y MOJIOIIIMX
n00poBobIliB. ToMy 3MiHM (papMaKOKIHETHKH Yy TAII€HTIB JITHBOTO BIKY OYEBHIHO 3aJIe)KaTh BiJl
napaMmeTpiB QyHKIIi HUPOK.

Kuniniuni xapaktepucTukm.

Ilokazannsa.

Hudmoszon® mnoxkazaHuil 118 JIIKyBaHHS TAaKMX TPUOKOBMX iH(eKHiii y mopocnux (muB. po3in
«DapmakoguHaAMIKaY):

— KPUIITOKOKOBUI MEHIHTIT (IHUB. po3/in «OcoOIMBOCTI 3aCTOCYBaHHS);

— KOKIM1101103 (UB. po3/in «OcoOIUBOCTI 3aCTOCYBAHHS);

— 1HBa3WBHI KaHINUI03H;

— KaHAWUJO03U CIU30BUX OOOJIOHOK, BKIIOYAIOYM KAaHAMA03 POTOTJOTKH Ta KaHIUIO03 CTPABOXOMY,
KaHIUIYpis, XpPOHIYHUHN KaHIUI03 MIKIPH 1 CIIM30BUX 000IOHOK

— XpOoHIYHUHN aTpo(DiYHUNA KAHIUI03 POTOBOI MOPOKHUHU (KAHAWU03, CIPUYUHEHUI BUKOPUCTAHHSIM
3yOHHX MPOTE31B) — MpH HEE(HEKTUBHOCTI ITi1€HU POTOBOI MOPOKHUHU a00 MICIIEBOI Tepamii;

— BariHaJIbHUN KaHAWJ03, TOCTPUH UM PELIUIUBHHIM, KOJIM MiCLI€Ba TEPaIlisl HE € JOULIBHOIO;

— KaHAWJI03HUH OaJIaHIT, KOJIM MiCIIeBa Teparis He € JOIIIbHOIO;

— JIepMaTOMIKO3HM, BKJIIOYAIOYM MIKO3 CTON, MIKO3 TJIAJKOi IIKipH, MMaXOBUH JE€PMATOMIKO3,
pi3HOOAPBHMI JUINAKH Ta KaHAWAO3HI 1H(EKII MKipH, KOJW IMOKa3aHO 3aCTOCOBYBAaTH CHCTEMHY
Tepario;

— nepMaTodiTHHI OHIXOMIKO03, KOJIM 3aCTOCYBaHHS 1HIIMX JIIKAPCHKUX 3aC001B HE € IOIIJIEHUM.
Hudmozon® mokazanuii s mpodiJaKTUKK TAKMX 3aXBOPIOBAHb y JOPOCIHX, SIK:

— peuuIuB KPUTITOKOKOBOTO MEHIHTITY y Malli€HTIB 3 BUCOKUM PU3HKOM HOTO PO3BUTKY;

— peuuauB KaHAWA03Y POTOTIOTKH abo crpaBoxoay y maiieHTiB 3 BIJI 3 BHCOKMM pu3MKOM HOTO
PO3BUTKY;

— BariHaNbHUM KaHau103 (4 a00 Gisblie BUMAIKH HA PiK) — IS 3HMYKCHHS YaCTOTH PEIU/INBIB,

— KaHOuI03HI 1HQeKuii y NamieHTiB 13 TPUBAIOK HEHTpONEHi€r0 (HANpPUKIAJ, y Mali€eHTiB 31
3JIOSIKICHUMHU 3aXBOPIOBAaHHSIMU KpOBI, SIKI OTPUMYIOTH XiMioTepamito, abo y TaIi€HTiB TpH
TPaHCIUIAHTALll] TeMOMOETUYHUX CTOBOYPOBUX KIITHH) (AMB. po3ain «DapmMakogoriyHi BIACTHBOCTI.
dapmakoIUHAMIKAY).

Judmrozon® mokazaHui JiTaM UIs TIKyBaHHS KaHIUI031B CIM30BUX 000JOHOK (KaHIU103 POTOITIOTKH,
KaHJUI03 CTPABOXOY), 1HBa3UBHUX KAHIMI031B, KPUIITOKOKOBOTO MEHIHTITY Ta Uil MPO(QiIaKTHKU
KaHIUJA03HUX 1H(QEKIINd y HalieHTiB 31 3HIKEHUM iMyHiTeToM. [Ipemapar MojkHa 3aCTOCOBYBATH SIK
NiATPUMYBAJIbHY TEpamilo JUid MONEepPe/DKCHHS PElUIUBY KPUITOKOKOBOIO MEHIHTITY y IiTed 13
BUCOKUM PU3UKOM HOTO PO3BUTKY (AHUB. po3/iia «OCOOIMBOCTI 3aCTOCYBAHHSD).



3acTocoBYBaTH JIKapChKUH 3aci0 y GopMi Karcyl Ml KaTeropii marieHTiB MOKHA TOIl, KOJU JITH
3/1aTHI 6€3Me4YHO MPOKOBTHYTH KaIlCyiy, 0 3a3BUYail € MOXKJIMBUM Y Billl BiJl 5 POKiB.

Tepaniro npenapatom Judro30n1® MOKHA PO3MOYMHATH J0 OTPUMAHHS PE3YIBTATIB KYJIbTYPAIBHUX
Ta I1HIMX Ja0OpPaTOPHUX MAOCHIDKEHb; OIHAK IMICIs OTPUMAaHHS pe3ylbTaTiB MPOTHIH(EKIIHHY
Teparniko CJiiJl CKOPUT'YBaTH BIATIOBITHUM YHHOM.

IlIpomunokaszanns.

— l'inepuyriuBicTh 10 (PIyKOHA30y, 1HIIMX a30JIBHUX CHOJNYK abo 10 Oyab-gKOi 3 JOMOMIXHHUX
PEUOBHH Iperapary.

— OnmHodacHe 3acTocyBaHHS (DIIYKOHA30Iy Ta Tep(eHaIuHY MaIi€HTaM, SIKi 3aCTOCOBYIOTH (DITyKOHA30J1
Oaratopa3zoBo y nmo3ax 400 mr/mo0y ta Bume (3rigHO 3 pe3yiabTaTaMH IOCITIIKCHHS B3a€EMOIT
6araTopa3oBOro 3aCTOCYBaHHS).

— OpHouacHe 3acTOCYBaHHA (PIIyKOHA30Jly Ta 1HIIMX JIIKAPCHKUX 3aC00iB, 10 MOJOBXKYIOTh 1HTEpBAJ
QT Ta merabomi3yroTbes 3a gomoMoror dGepmenty CYP3A4 (Hanmpukiaj mu3anpuay, acTeMi3olry,
MiMO3UAY, XIHIIUHY Ta EPUTPOMILIUHY).

B3aemooia 3 inwumu nikapcoKumu 3acooamu ma iHuii 6UOU 63acMOO0Ill .

[IpoTunokaszaHo cymicHe 3aCTOCYBaHHsI (DJIYKOHA30J1y Ta HUKYE3a3HAYCHUX J1KAPChKUX 3aCO01B.
Lusanpuo: TOBIIOMIISUIOCS TPO PO3BUTOK MOOIYHMX peakuiii 3 OOKy ceplsi, y TOMY 4YHCII HpPO
MMapOKCU3MAIIbHY NUTYHOYKOBY TaXiKap/il0 TUITY «IipyeT» y Malll€HTIB, K1 OJTHOYACHO 3aCTOCOBYBAJIH
¢ykoHazon Ta nu3anpu]. KoHTponboBaHE MOCHI/DKEHHS MPOJEMOHCTPYBAJO, IO OJHOYACHE
3actocyBanHs 200 mr daykonazony 1 pa3 Ha 100y Ta 20 MT nu3anpuay 4 pa3u Ha 100y MPU3BOAUIIO 10
3HAYHOTO ITiIBUIICHHS PiBHS IIU3aNpULy y T1a3Mi KpoBi Ta 10 nojosxenHs inTepsary QT. OxnouacHe
3acTocyBaHHA (DIIYKOHA30Iy Ta MU3aNpUAy MpoTunokasane (aus. po3ain «lIpoTunokazanus).
Tepgpenaoun: uepe3 BHUIATKUA PO3BUTKY TSDKKHUX CEpPLEBUX ApPUTMiH, CIPUYMHEHHX MOJOBXKCHHIM
inTepBany QTc, y maiieHTiB, sIKi 3aCTOCOBYBAJIN a30J1bHI MPOTUTPUOKOBI JT1KApCHKi 3aC00U OTHOYACHO
3 tepdeHaauHOM, OynM TpPOBEAEHI MOCHIDKCHHS B3aeMOXii LWX TpenapariB. Y XOIi OJHOTO
JIOCIIIJDKEHHSI TIPH 3aCTOCYBaHH1 (uiykoHaszony y 1031 200 mr Ha 100y He Oy/i0 BUSIBIEHO MOJOBKEHHS
iaTepBanry QTc. Inme mocmimkenHs mpu 3actocyBaHHi (urykoHazony y mo3ax 400 mr ta 800 mMr Ha
100y MPOJEMOHCTPYBANO, 10 3aCTOCYBaHHA (hykoHa3oidy y go3ax 400 mr Ha 100y a0o BHILE 3HAYHO
MiABHINYE piBeHb TepdeHaIMHy y IIa3Mi KpPOBI IPH OJHOYACHOMY 3aCTOCYBaHHI IUX Tpemaparib.
CymicHe 3actocyBaHHs (iaykoHazony y no3ax 400 mr abo Buine 3 TeppeHaIMHOM MPOTHUIIOKA3AHE
(muB. po3min «IIporumokaszanus»). [Ipu 3acTtocyBaHHi ¢urykoHazony y go3ax Huxde 400 Mr Ha 100y
OJTHOYACHO 3 Tep(PeHaTUHOM CJIi/I IPOBOIUTH PETEIbHUN MOHITOPUHT CTaHy MallieHTa.

Acmemizon: cyMicHE 3aCTOCYBaHHS (DIIyKOHA30JIy Ta aCTEM130JIy MOKE 3MEHILIUTH KJIIPEHC aCTEM1301Ty.
CrnpuurHEHEe [HMM ITABUINCHHS KOHIICHTpAIlil acTeMi3oiy y Tuta3Mi KpOBI MOXE TPH3BECTH JIO
noaoBxkeHHs iHTepBany QT Ta y piIKiCHUX BUIMAJIKaX — O MapOKCU3MAaJIbHOT IUTYHOUYKOBOI Taxikapii
Tuny «mipyer». OgHouacHe 3acTOCyBaHHS (hIIYKOHA30JIy Ta aCTEMI30JIy MPOTUIIOKA3aHe (JMB. PO3.ILIT
«I[IpoTunokazaHHs»).

Ilimo3u0 ma Xxinioun: CyMiCHE 3acTOCYBaHHS (PIIyKOHA30y Ta MIMO3UAY a0o0 XiHIAMHY MOXKe
MPU3BOJUTH JI0 IPUTHIYCHHS MEeTa00I3My MMO3KIy a00 XiHiJAMHY, X0Uua BiMOBITHUX JAOCIIHKCHB IN
vitro ta in vivo He npoBoxwiu. I[TiBUINEHHS KOHIIEHTpAIlii MMO3KuIy a0 XiHIIUHY y TUIa3Mi KPOBi
MOJKE CIIPHYMHATU MOAOBXKEHHs iHTepBay QT Ta y piaKiCHUX BUNAAKaX MPU3BOJAUTH O PO3BUTKY
MapOKCU3MAJIBHOI IIITYHOUKOBOI Taxikapaii Tumy «mipyer». OpHodacHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta
niMO3uIy a00 XiHiJUHY MPOTUIIOKa3aHe (IUB. po3aia «IIpoTunokazanusm»).

Epumpomiyun: onHO4YacHe 3aCTOCYBaHHS EPUTPOMILMHY Ta (IYKOHA30Jly MOXKE HPHU3BOAUTU [0
MiJBUILCHHS PHU3UKY PO3BUTKY KapIiOTOKCHYHOCTI (momomxkeHHs iHTepBany QT, mapokcusmanibHa
IUTYHOYKOBA TaxiKap/is THITY «IipyeT») Ta, SK HACJiJI0K, A0 parnToBOi cepleBoi cMepTi. 3aCTOCYBaHHS
KOMOiHaIIi1 IIUX JIiKapChKUX 3ac001B MPOTUTIOKa3aHe (IUB. po3/in «[IpoTumnokasannsy).

He pekomeHnyeThCcsl oOJIHOYACHE 3acCTOCYBaHHS (MIYKOHA30Jy Ta HIDKYE3a3HAYCHHUX JIIKAPChbKUX
3ac00iB.




Tanogpanmpun: GIrykoHA30JI MOXKE CIPUYMHHUTH ITiIBUIICHHS KOHIEHTpalii rasoGanTpuHy y mia3mi
KpoBi 3a paxyHok npurHideHHs CYP3A4. OgnoyacHe 3acTOCyBaHHS LIMX JIKAPCHKUX 3aC00IB MOXeE
MPU3BOAUTH [0 IMIJBUUICHHS PU3UKY PO3BUTKY KapAlOTOKCHYHOCTI (mojoBkeHHs iHTepBany QT,
MapoKCU3MallbHa IIITyHOYKOBA TaxXiKap[is THUIy «IipyeT») Ta, K HaCIiJOK, JO PamToBOi CepleBOi
cmepTi. Criy yHUKAaTH 3aCTOCYBAaHHS KOMOIHAIlIT KX JIIKAPChKUX 3ac001B (IUB. po3ai1 «OcoOIuBOCTI
3aCTOCYBaHHSD).

CyMicHe 3acTocyBaHHS ()JIYKOHA30Jy Ta HHYKYE3a3HAUEHHUX JIIKAPChbKUX 3aC001B BUMarae 00epeskHOCTI.
Amiooapon.: oHOYACHE 3aCTOCYBAaHHS (DIIYKOHA30JIy 3 aMiOAaPOHOM MOXE MPU3BECTH JI0 MOIOBKEHHS
iaTepBanry QT. dmykoHa30: cimig 3 00epe)HICTIO 3aCTOCOBYBAaTH Pa3oM 3 aMiOJapOHOM, OCOOJIUBO y
pasi nmpu3HaYeHHs BUCOKO1 1031 (piykoHazomy (800 mr).

CyMicHe 3acTocyBaHHS ()JIYKOHA30Jy Ta HHKYE3a3HAUCHUX J1KAPCHKHUX 3aC001B BUMAarae 00epexHOCTi
Ta KOPUTYBAaHHS JIO3U.

- Bnaue inwux nikapcovkux 3acobis Ha (yKoHazon.

JlocmipKeHHS B3aeMOIiT TIPOIEMOHCTPYBAJIH, IO MEPOpaTbHE 3aCTOCYBaHHS (IIyKOHA30ITy OJJHOYACHO
13 BKUBAaHHIM 1Xki, IPUIOMOM IIUMETHJIMHY, aHTAIIUIB 00 MOJAJIBIIMM OMPOMIHEHHSIM YChOTO TiNla
JUTSI TIEPECaIKU KICTKOBOTO MO3KY HE Ma€ KJIIHIYHO 3HAYYIIOTO BILIMBY Ha abcopOrito GirykoHa30my.
Pugamniyun: ogHodacHe 3acTtocyBaHHs (IyKOHA30i1y Ta pudaMmilUHy NPU3BOAMIO 10 3HUKECHHS
AUC Ha 25 % Tta ckopouyBajo Iepioj HamiBBUBeAeHHs (iykoHazony Ha 20 %. Tomy A mami€HTiB,
SK1 3aCTOCOBYIOTh PU(DAMITIIINH, CJTi/1 pO3MIISHYTH JOLUIBHICTh MiABUILEHHS 103U (IIyKOHA30IY.
l'iopoxnopomiazuo: 'y pociimkeHHI (apMaKOKIHETHUYHOI B3aeMOJii oOJHOYacHE OaraTOKpaTHE
3aCTOCYBaHHS TiJPOXJIOPOTIa3uay 3A0POBHM JOOpPOBOJIBISAM, $AKI OTpUMYBAIM  (IIYKOHA30I,
M1IBUIIYBAJIO KOHIIEHTpalio ¢uykoHa3ony y miaa3mi kpoi Ha 40 %. Taki mapameTpu B3aeMoOjil HE
BUMAraloTh 3MiH y peXHuMi J03yBaHHS (IIYKOHA30Jy Ui TMAIli€HTIB, SKi OAHOYACHO OTPUMYIOTh
CEYOTiHH1 3ac00u.

- Bnaue pryxonazony na inwi nikapcoki 3acoou.

®dnykoHa3zon € mnomipHuM iHribitopom nuroxpomy P450 (CYP) i3odepmenty 2C9 Tta 3A4.
@ykoHa3071 €  MOTY)KHUM inriditopom i3opepmenty CYP2C19. Ha npgomarox g0
CIOCTEPEKYBAHUX/ TOKYMEHTAJIBHO MIATBEPKEHUX B3a€MOIiM, 110 OMMCaH1 HUXKYE, IPH OJJHOYACHOMY
3aCTOCYBaHHI 3 UIyKOHA30JI0M 1CHY€E PU3UK IIABUINCHHS y TU1a3Mi KPOBI KOHIIEHTpPAIl1¥ IHIIMX CIIOJYK,
mo Mertabomizyrotecss CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTocoBYBaTH Taki KOMOiHaIii
MpernapariB CJij] 3 00epeKHICTIO; MPH IIbOMY HEOOX1THO PETEIBHO CIIOCTEPIraTH 3a CTAHOM IAIlIE€HTIB.
[lpurniuyBanbHa aist (aykoHa3ody Ha QepMeHTH 30epiraetbcsi mnpotsroM 4-5 ni6 micns iHoro
3aCTOCYBaHHA Yy 3B’A3Ky 3 WOro TpPUBAJIMM TEpPIOJJIOM HAaMiBBUBEACHHS (OUB. PO3ILI
«IIpoTunokazanHsa»).

Abpoyumuni6: dnykonazon ( iriditop CYP2C19, 2C9, 3A4) migBumlyBB EKCHO3WIIII0 aKTUBHOL
qacTHU a0porutuHiOy Ha 155% . Ilpm omHOYacHOMY 3acTOoCyBaHHI 3 (DIYKOHA30JIOM CITiJT
BIJIKOPUTYBAaTH JI03y aOpOIUTHHIOY BIAMOBIIHO A0 I1HCTPYKIT IS MEIUYHOTO 3aCTOCYBaHHS
abpouuTHHIOYy.

Anvgpenmanin: mia yac 0JHOYACHOTO 3aCTOCYBaHHSA ajdb(peHTaHTy y 1031 20 MKI/KT Ta (pIyKoHa301y y
1031 400 MT 310pOBUM TOOPOBOJIBIISIM CriOcTepiranocs nBokpatHe 301abieHHs AUC 19, MOKIIUBO Yepe3
inrioyBanHs CYP3A4. Mosxe OyTr HE0OXiTHUM KOPUTYBAaHHS /103 alb(EHTaH1ITY.

Amimpunmunin, nopmpunmunin: (GIYKOHA30JI TMOCUIIOE 110 aMITPUNTUIIIHY Ta HOPTPUNTHUIIIHY.
PexomeHyeThCS BUMIPIOBATH KOHLIEHTpALil S-HOPTPUNTHIIIHY Ta/ab0 S-aMiTpUNTUIIIHY Ha MOYATKY
KoMOiHOBaHOT Tepamii Ta depe3 | TwkaeHb. Y pa3i HEOOXITHOCTI CHiJl BIIKOPUTYBATH 103y
aMiTPUNITUIIIHY/HOPTPUNITHITIHY.

Amgpomepuyun B: omHOYacHE 3acTOCYBaHHS (hiyKoHa30my Ta aMm$orepuriuay B iHpikoBaHUM MuUIaM
13 HOPMaJILHUM IMYHITETOM Ta iH(IKOBAaHUM MHILAM 31 3HI)KEHUM IMYHITETOM JIAJIO TaKi pe3yabTaTh:
HEBEJIMKUI aTuTUBHUI MpOTUrpubKoBUil edekT mpu cuctemHii iHdekiii C. albicans, BiacyrHicTh
B3aeMoaii npu BHyTpimmHbouepenHiii iHdekmii Cryptococcus neoformans Ta aHTaroHisM JIBOX
npenapatiB npu cucremHii iHdekmii Aspergillus fumigatus. KiiniuHe 3HaueHHsI pe3yNbTATiB,
OTPUMAHHUX Y XOJI1 IIUX JAOCIIIKEHb, HEBIJIOME.




Anmukoaeynawmu: SK 1 TpH 3aCTOCYBaHHI IHIIMX a30JbHHUX MNPOTUTPHOKOBUX 3aco0iB, MpH
OJIHOYACHOMY 3acTOCyBaHHI (IyKOHa30ily Ta BaphapuHy MOBIAOMIISIIOCS TPO BUIAIKU PO3BUTKY
KpoBOT€Y (remMaToM, HOCOBOI KPOBOTEYl, NUIYHKOBO-KMIIKOBUX KPOBOTEY, remMaTypii Ta MEJEHH) Y
MO€THAHHI 3 MOJOBXKEHHAM NpOTpoMOiHOBOro Yacy. [Ipu onHouacHOMyY 3acTOoCcyBaHH1 (DIyKOHA301Iy Ta
Bap(hapuHy CIOCTEpiragocsi MBOKpPATHE MiJABHIICHHS MPOTPOMOIHOBOTO 4acy, WMOBIPHO, BHACIIJIOK
npurHideHHs MertabonizMy Bapdapuny depe3 CYP2C9. Cnix perenbHO  KOHTPOJIOBATH
MPOTPOMOIHOBHI Yac y MAIll€HTIB, SIKI OJHOYACHO 3aCTOCOBYIOTh KyMapHWHOBI aHTHKOATYJSIHTH ab0
iHgaHeaioH. Moxke OyTH HEOOXiJHOI KOPEKIIis TO3U aH TUKOATYJISIHTY.

benzooiazeninu kopomkoi 0ii, nanpuxnao midazonam, mpuazonram: Mpru3HAYEHHS (IYKOHA30JY TiCIs
MEepOpaJbHOTO 3aCTOCYBAaHHS MiJa30jlaMy TPU3BOAWIIO JIO 3HAYHOTO IiJBUINEHHS KOHLEHTpALii
MiJa3ojamMy Ta JO MOCHJIEHHSI MCUXOMOTOpPHUX edexTiB. OpHOYacHe 3aCTOCYBaHHS (DIYKOHA30IY y
no3i 200 mMr Ta Migazonamy y o3i 7,5 Mr mepopansHo mpu3Boawio Ao migsuiieHHss AUC ta nepiony
HaliBBUBEAECHHA Mijazosnamy y 3,7 Ta 2,2 pa3a BIANOBIAHO. 3acTocyBaHHS (IyKOHa30dy y 4031
200 mr/moby Ta 0,25 Mr Tpmazonamy mepopanbHO mpu3Boawio mo minsuimeHHs AUC Ta mepiomy
HaliBBUBEACHHS Tpuazonamy y 4,4 ta 2,3 pasa BignosiaHo. Ilpu ogHOUacHOMY 3acTOCyBaHHI
(baykoHa30iy Ta TpHa30JIaMy CIIOCTEPITanocs MOTEHIIIOBAaHHS Ta MPOJIOHTalis €(eKTIB TpUa3oiamy.
SIKIo mari€eHTy, SKUM NPOXOAMTH KypC JIKYyBaHHS (UIYKOHA30JIOM, CJiJl OJHOYACHO MPU3HAYUTH
Teparnito OCH30/1a3eniHaMu, 03y OCTaHHIX CJiJ 3MEHIIUTH Ta BCTAHOBUTH HAJICKHUW HarJsiI 3a
CTaHOM TAIli€HTA.

Kapbamasenin: ¢iykoHa3on nmpurHidye Metadomi3M kapOaMaszerniny Ta CIpUYUHSE I ABUIICHHS PiBHS
kapbamaseniny B cupoBaTii kpoBi Ha 30 %. ICHye pu3HK pPO3BHTKY IMpOSBIB TOKCMYHOCTI 3 OOKY
kapOamaserniny. Moske OyTH HEOOXITHUM KOPUTYBaHHS JI03U KapOamasemiHy 3aJIe’KHO Bij piBHS HOTO
KOHIICHTpAIlii Ta /i1 mpenapary.

broxkamopu xanvyieéux xananis: NesKi aHTArOHICTH Kajbllifo (HipeauMiH, iCpaguIid, aMJIOIUITIH Ta
¢denomunin) merabomnizyrorbes hepmenTom CYP3A4. OnykoHA30)1 TOTEHIIIHHO MOXE ITi/IBUIIyBATH
CUCTEMHY €KCIIO3HMIII0 OJIOKATOPiB KalbI[l€BUX KaHATiB. PekoMeHIOBaHUI peTeabHUI MOHITOPUHT
T0JT0 PO3BUTKY IMOOTYHUX PEaKIiid.

L]enexoxcu6: TpU OJHOYACHOMY 3acTOCyBaHHI QuiykoHazony (200 mr Ha 100y) Ta 1eneKoKcHOy
(200 Mr) Cpax Ta AUC nenexokcuby migsumryBanucs Ha 68 % Tta 134 % BignosigHo. Ilpu
OJTHOYACHOMY 3aCTOCYBaHHI I€JIEKOKCHOY Ta (hIyKOHA301y MOXe OyTH HEOOXiTHUM 3MEHILEHHS 03U
1IeJIEKOKCUOY BIBIYI.

Luxnogocgamio: opHodacHe 3acTOCyBaHHS ULuKIopochaminy Ta (QIIyKOHA30Jly HPHU3BOJUTH 10
M1 IBMINICHHS PiBHS O1TipyOiHYy Ta KpeaTHHIHY B cCHpoBaTili KpoBi. L{i mpenapaTu Mo)Ha 3aCTOCOBYBaTH
OJTHOYACHO, 3Ba)KAl0UM Ha PU3MK IIBUIICHHS KOHLEHTpawii Oimipy0iHy Ta KpeaTHHIHY B CHpPOBATIII
KPOBI.

@enmanin: TOBITOMIISUIOCS TPO OJAWH JIETAJbHUM BHITAJIOK 1HTOKCHKAIi (PEHTAaHIIOM BHACIIIOK
MOXJIMBOI1 B3aeMojii ¢eHTaHiny Ta (iaykoHasomy. Jlo TOro » y JOCHIKEHHI 3a Y4acTiO 370POBUX
JTOOPOBOJIBIIB  OyJI0 TPOJEMOHCTPOBAHO, MO (DIyKOHA307 3HAYHO VIIOBIJIBHIOBAB EJIIMIHAIIIIO
¢denTaniny. IliaBuIIeHHS KOHLEHTpaLii (EeHTaH1Ty MOXKe MPU3BECTH O MPUTHIUEHHS AUXAaHHS, TOMY
CJ1J] peTeIbHO KOHTPOJIOBATH CTaH naiieHTa. Moxe OyTu HeoOXiTHOI KOPEKIis 103U (peHTaHLTy.
Inzibimopu I'MI-KoA-pedykma3su: cymicHe 3acTocyBaHHs (uiykoHaszony Ta iHri6itopis I'MI'-KoA-
penykrasu, mo Metabomizyrotbes CYP3A4 (aropBactatH Ta cuMBacTaTuH), abo iHTioiTOpiB 'MI -
KoA-penykrasu, mo metabomnizyrorbes CYP2C9 (ayBactatun (3HMIKEHHS IEYIHKOBAro MeTadosizmy
CTaTHHY)), MIIBUIIYE PU3UK PO3BUTKY MiomaTii Ta padaoMioni3y (10303aIeKHO0). Y pa3i HeoOXiTHOCTI
OJTHOYACHOTO 3aCTOCYBaHHS IIMX NperapariB CIiJ PETEJbHO CIOCTEpiraTH 3a Mali€HTOM ILIOJ0
BUHUKHEHHS CUMIITOMIB Miomarii Ta paboMioi3y i IPOBOJUTH MOHITOPHUHT PiBHsI KpeaTHHKIHA3U. Y
pa3i 3HAYHOTO IMIiJBHUINCHHSA DPIBHS KpPEAaTWHKIHA3W, a TaKOX INPH JiarHOCTyBaHHI abo migo3pi Ha
Miomnariro/pabaomioni3z 3actocyBanHsa iHTiIOITOpiB ['MI'-KoA-penykrasu cmig npunuHuTd. Moxke
BUHUKHYTH HEOOXITHICTh 3HIKEHH 103 iHT10iTOpiB I MI'-K0oA-penykrasu, sik 3a3Ha4€HO B iIHCTPYKIIi1
JUI MEIUYHOTO 3aCTOCYBaHHS CTaTHHIB.



16pumuni6: mnomipHi iuridbitopu CYP3A4, Taki sx (iayKkoHa30Jd, MiABUIIYIOTh KOHIICHTPAILiO
10puTHHIOY B MIa3Mi Ta MOXYTh IiJBUIIYBaTH PU3UK TOKCUYHOCTI. SIKIIO HEMOXIJIHMBO YHUKHYTH
KoMOiHaIil mpenaparis, MOTPIOHO 3HU3UTHU 103y 10puTHHIOY 10 280 MT OoMH pa3 Ha 100y (2 Kamcysaun)
3 METOI0 IPOJAOBKEHHS 3aCTOCYBaHHS 1HT101TOpY Ta 3a0€3MEeUUTH MOCTIHHUHN KITIHIYHUA MOHITOPHHT.
leaxaghpmop (ax monomepanis abo 6 KomOIiHayii 3 npenapamamu MaKoO2o Camo2o mepanesmuyHo20
K1acy): OJHOYAaCHE 3acCTOCYBaHHS iBakaToOpy, peryiasTopa TpaHCMEMOpaHHOI IPOBITHOCTI NpH
mykoBicuao3i  (CFTR), 30impmmno  excmo3uiliro  iBakadpTopy B 3 pasd Ta  EKCIO3HIIIIO
rizpokcumeruiiBakagropy (M1) y 1,9 paza. HeobOxinHe 3HM>KEHHS 1034 iBakadTOpy (SK MOHOTEparii
abo0 B KoMmOiHalii), SK 3a3HAYEHO B IHCTPYKIII IS MEIUYHOTO 3aCTOCYBaHHS iBakadTopy (sK
MOHOTeparii abo B koMOiHaIrii).

Onanapu6. nomipai iHridiTopu CYP3A4, Taki sk ¢urykoHa301, 301IbIIYIOTH TJ1a3MOBI KOHIIEHTpAIii
onanapuOy; X OJHOYACHE 3aCTOCYBaHHS HE PEKOMEHIYEThCA. SIKIO Takoi KOMOiHaIii HE MOXHa
YHUKHYTH, IPUoM onamnapuly oomMexyroTs qo3amu 200 Mr iBidi Ha 100y.

Imynocynpecopu (Hanpuknao YyukioCnopuH, eeponimyc, CUpoaimMyc i makpoIimyc).

Luxnocnopun: ¢aykoHa3on 3HayHO miaBUILye KoHueHTpauito Ta AUC muknocnopuny. [lpu
OJIHOYaCHOMY 3aCTOCyBaHHI (ryKoHa3o0iy y 1031 200 Mr/mo0y Ta MUKIOCTIOPUHY Y 11031 2,7 MT/KT/ 100y
cnocrepiranocs 36unpienHss AUC nukinocnopuny y 1,8 pasa. Lli npenapatu MoXHa 3aCTOCOBYBAaTH
OJTHOYACHO 32 YMOBH 3MEHIICHHSI JO3HM LUKJIOCIIOPUHY 3aJI€XKHO B1Jl HOro KOHLIEHTpallii.

Eseponimyc: xo4a pocnimkenb In VItro ta in VivO He IpOBOAWIHU, BiJIOMO, IO (UIYKOHA30J MOXE
IT1IBHMIIYBAaTH KOHIIEHTPAIIIIO €BEPOJIIMYCY B CHpOBaTIIi KpoBi yepe3 npurnideHHs CYP3A4.
Cuponimyc: (hpIyKoHA307 MiABHILYE KOHIEHTPALIIO CHPOIIMYCY Yy IIa3Mi KpoBi, HMOBIPHO, IUISIXOM
NpUTHIYEHHST MeTabomi3my cupoiimycy pepmentom CYP3A4 ta P-rmikomporeinom. LI mpemaparu
MOJKHa 3aCTOCOBYBAaTHM OIHOYACHO 32 YMOBU KOPHTYBAHHS JIO3M CHPOJIIMYCY 3aJIe)KHO BiJ piBHS
KOHIIEHTpaIlii Ta eeKTiB mpemnapary.

Takponimyc: GIyKOHA30J MOXE IiIBUIIYBATH KOHIIGHTpAIlii TaKpOJIIMyCy B CHpPOBATIII KpPOBI [0
S5 pa3iB mpu HOro mnepopaibHOMY 3aCTOCYBaHHI 4Yepe3 MPUTHIYEHHS MEeTaboJi3My TaKpOIiMYyCy
depmentom CYP3A4y kumeuynuky. [Ipum BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpOJIMYyCy HeE
criocTepiranocsi 3Ha4YHUX 3MiH (papmakokiHeTuku. [liBUIIEHI PiBHI TaKpOJIMYyCy acOIlIOIOTHCA 13
HedpoTokcuuHicTiO. [[03y TakpoaiMycy Ajsi MepopaibHOro 3aCTOCYBAHHS CJiJ] 3HMXKYBATH 3aJI€KHO
BiJl KOHIIEHTpAIlii TAKPOIIMYCY.

Jlozapman: GiyKoHA30J MPUTHIYYE METa00IIi3M JI03apTaHy 10 Horo akTuBHOro Metadomity (E-31 74),
0 OOYMOBIIIO€ OUIBIIY YaCTHHY aHTAaroHi3My JI0 peuentopiB aHrioreH3unHy Il mig yac 3acTocyBaHHS
no3apTany. PekomeH10BaHO 3/11MICHIOBATH IMOCTIHHUI MOHITOPUHT apTePiaIbHOTO TUCKY Y MAIIEHTIB.
Jlypazuoon: nomipHi inri6itopu CYP3A4, taki sk (IyKOHa3051, MOXKYTh ITiABUIIYBATH KOHIIEHTPALIIIO
JYpa3uJIOHY y Iula3Mi. SIKIIO He MOXKHA YHUKHYTH OJIHOYACHOI'O 3aCTOCYBaHHs, CJIiJi 3MEHILUTHU J103Y
JTypa3uJoHy, K 3a3HAYEHO B IHCTPYKIIIT TSI MEJMYHOTO 3aCTOCYBaHHS JTypa3HJIOHY.

Memaoon: (irykoHA3071 MOXKE TIiJIBUINYBAaTH KOHIICHTPAIIF0 METAIOHY Yy cHpoBaTii Kpoi. Ilpwm
OJTHOYACHOMY 3aCTOCYBaHHI METAJIOHY Ta (IIYKOHA30Jly MOXKE OyTH HEOOXiJTHHM KOPUTYBAHHS IO3H
METa/IOHY.

Hecmepoioni npomusananvui npenapamu (HII311): npu olHOYaCHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JI0M
Crax Ta AUC @uypGinpodeny miasuuryBanucs Ha 23 % Ta 81 % BIANOBIJHO MOPIBHAHO 3
BIIMOBIAHMUMHU TMOKa3HUKAMHM TPU 3aCTOCYBaHHI TUIbKH QuypbinpodeHy. AHAIOTIYHO MpHU
OJIHOYACHOMY 3acTOCyBaHHI (uykoHazony 3 panemiyauM i0ympodenom (400 mr) Cmax Ta AUC
(bapMaKoJIoriuHO aKTUBHOTO i30Mepy S-(+)-i0ynpodeny miasumryBamucs Ha 15 % Ta 82 % BianoOBiAHO,
MOPIBHSHO 3 TAKUMU MMOKAa3HUKaMHU IIPH 3aCTOCYBAHHI TIJIBKU palleMiqHOTro i0ynpodeny.

Xoya cHeuwiaJbHUX JOCHIKEHb HE MPOBOIWIM, (IYKOHA30Jd MOKE MIABUIIYBATH CUCTEMHY
excrio3uito iHmmx HII3II, mo merabonizytorsest CYP2CY (nanmpukiiag HapoKCeHy, JOPHOKCUKAMY,
MEJIOKCUKaMy, AUKIo(eHaKky). PekoMeHI0BaHO MEpiOJUYHO 3AIHCHIOBATH MOHITOPUHT MOOIYHUX
peakmid Ta TOKCHMYHUX MposBiB, moB’s3aHux i3 HII3II. Moxe Oytu moTpiOHE KOPWUTYBaHHS /03U
HII3II.

@enimoin: (rykoHa3zon MpurHidye MeTtadomizm ¢eHiToiny B mewinmi. OmHouyacHe OaratopasoBe
3acrocyBanHsa 200 mr ¢Qaykonazomy Ta 250 Mr (QeHiTOiHy BHYTPIIIHBOBEHHO MPU3BOJUTE JI0



migBumeHHss AUCos denitoiny Ha 75 % 1a Crin Ha 128 %. Ilpn omHOYAaCHOMY 3aCTOCYBAaHHI IHX
JKapChKUX 3aCc001B CIiJI MPOBOAUTH MOHITOPUHT KOHIIEHTpalii (GpeHiToiHy y CHUpOBaTIli KpPOBI IS
YHUKHEHHSI pO3BUTKY TOKCUYHOI /11i (DeHITOIHY.

Ilpeonizon: MOBIAOMIISIIOCS TPO BUIAJOK, KOJM Yy Malli€eHTa Miclg TpaHCIIAHTAIii MeYiHKH Ha Tl
3aCTOCYBaHHS MPEIHI30HY PO3BHHYJIACS TOCTPA HEIOCTATHICTh KOPU HAJHUPKOBHX 3aJ103, [0 BUHUKJIIA
micas TMPUNMHEHHS TPHUMICIYHOTO Kypcy Tepamii ¢uykoHazonoMm. IIpunuHeHHs 3acTOCyBaHHS
(baykoHazonmy, WMOBIpHO, cHpUUMHMIO mocuieHHs akTuBHocTi CYP3A4, mo mnpusseno 1o
MIPUCKOPEHHST MeTaboui3My npefHi3oHy. Criff peTelbHO CTEXHUTH 3a MallieHTaMH, SKi HTPOTAroM
TPUBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTh (IYKOHA30JI Ta MPETHI30H, 3 METOI0 MOIMepeIKEeHHS
PO3BHUTKY HEJIOCTATHOCTI KOPH HATHUPKOBUX 3AJI03 MiCIIsl IPUITUHEHHS 3aCTOCYBaHHS (DIIYKOHA30ITy.
Pughabymun: baykoHa3ol miaABHINye KOHIICHTpaIlilo pudadyTuHy B CHPOBATIII KPOBI, IO MPU3BOJIUTH
no 30impmenHss AUC pugabyruny no 80 %. Ilpum omHOuacHOMY 3acTOCyBaHHI (IIyKOHA307y Ta
puhalOyTHHy MOBIIOMIISLIIOCS MPO BUOAAKKA PO3BUTKY yBeiTy. Ilpu 3actocyBanHi Takoi komOiHArlii
JTIKapChbKUX 3ac00iB CITiJl OpaTh 10 yBaru CUMITOMH TOKCHYHOI 1iT pruadyTuny.

Caxksinasip: ¢aykonazon mnigsuigye AUC Ta Cmrax cakBiHaBipy mnpubmmusHo Ha 50 % Tta 55 %
BIJIOBIAHO Yepe3 MpUTHIYeHHs MeTaboni3My cakBiHaBipy y neuinui gepmentom CYP3A4 ta uepes
iHrioyBanHs P-riikonpoteiny. B3aemonii Mik ¢uiyKoHA30JI0M Ta CakBiHABIPOM/PUTOHABIpOM He
JOCIIIDKYBAJIMCS, TOMY BOHHU MOXYTh Oyru Oijgblnl BUpaKeHUMH. Moke OyTH HEOOXiTHUM
KOPUTYBaHHS /103U CaKBiHaBIpY.

Tloxioni cynvghoHincewosunu: TIPU OAHOYACHOMY 3aCTOCYBaHHI (DIIyKOHA30JI TPOJIOHTYE TIepioj
HaIiBBUBEICHHS TEPOPANBbHUX TOXITHUX CYAb(POHIICEUOBHHM (XJIOpPHpONaMmiay, TIJiOeHKIaMinty,
DINiBUAY Ta TonOyTramiay) TpH X 3acTOCYBaHHI 370pOBHM JOOPOBOJBISIM. PexkoMeHayeThes
MPOBOJUTH YaCTHUH KOHTPOJb I[YKPY B KpPOBI Ta BiAMOBIAHUM YHWHOM 3HIDKYBAaTH 103y TOXIiJTHUX
CyIb(OHIJICEYOBUHH MPH OJTHOYACHOMY 3aCTOCYBaHHI 13 (PIIyKOHA30JI0M.

Teoghinin: 'y mnaneb0-KOHTPOILOBAHOMY JIOCHIDKEHHI B3a€MOJIl MpemapariB  3aCTOCYBaHHS
¢baykonazony o 200 mMr npotsirom 14 qHIB npU3BENo A0 3HUKEHHS CEPEAHBOTO KIIipeHCy Teo(disliHy B
maa3Mi kpoBi Ha 18 %. 3a mamieHaTamu, siKi 3aCTOCOBYIOTh TEO(IIIH Y BUCOKUX J103aX 200 sIKi MAlOTh
MiJBUILEHUH PHU3UK PO3BUTKY TOKCHMYHHUX MPOSBIB TEOQiTiHY 3 IHIMX MPHUYUH, CIiJ BCTAHOBUTH
HarJIa/ II0JI0 BUSBICHHS 03HAK PO3BUTKY TOKCHUYHOI 11 Teodininy. Tepamito ciiJf 3MIHUTH IpHU MOSABI
O3HAaK TOKCUYHOCTI.

Togpayumuni6: BB TOMAUTHHIOY 3pOCTAaE MPU OAHOYACHOMY 3aCTOCYBaHHI 3  JIKAPCHKUMU
3acobamu, sIKi IpU3BOIATH 10 oMipHoro iHri0yBanHs CYP3A4 ta noryxHoro inridysanus CYP2C19
(manpuknan ¢uykonason). ToMy peKOMEHIOBaHO 3HU3UTHU 103y TOMAIMMTHHIOY 10 5 MT OJIMH pa3 Ha
100y B KOMOIHALISIX 3 IIMMH TIperapaTaMu.

Toneanman: excrno3ullis ToyBantaHy 3HadHO 3poctana (200 % AUC, 80 % Ciux), KoM TONBaNTaH,
cyoctpat CYP3A4, 3aCTOCOBYBAIM OJTHOYACHO 3 (hJIYKOHA30JI0M, moMipHUM iHTiIOITOpoM CYP3A4, mpu
[bOMY 3HA4YHO 3pOCTaB PU3UK BUHHUKHEHHS MOOIYHUX pEakIliif, 30KpeMa 3HAYHOTO 301IbIICHHS
Iiype3y, 3HEBOAHEHHS Ta TOCTPOi HUPKOBOI HEOCTATHOCTI. Y pa3i OJHOYACHOTO NMpPU3HAUEHHS CIIi [
3MEHIIMTH 103y TOJBalTaHy 3TiHO 3 BKa3iBKAMM B I1HCTPYKLIi 3 MEIUYHOIO 3aCTOCYBaHHS Ta
pPEeryiIsIpHO TIEPEBIPATH CTaH TMaIll€HTa Ha HAasBHICTh OYyAb-AKHUX MOOIYHUX pEeaKiliii, MOB’s3aHUX 13
TOJIBAIITAHOM.

Ankanoiou 6apeinky. Xo4a BIANOBITHUX OCHIIKEHb HE MPOBOAWIHN, (PIIyKOHA30JI, UMOBIPHO uepes
inrioyBanHs CYP3A4, Moxe CHpUYHMHATH IiJIBUIICHHS KOHIEHTpALii aaKanaoigiB OapBiHKY y Mia3Mi
KpoBi (HampWKjaj] BIHKPUCTHHY Ta BIHOJIACTHHY), IO MPHU3BOJAUTH O PO3BUTKY HEHUPOTOKCHYHHX
e(eKTiB.

Bimamin A: moBigomIIsiocs, O y NaIl€HTA, IKUI OJTHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(xucnotHa gopma BiTaMiHy A) Ta (QiykoHa30J1, cCocTepiranucs nmodiuHi peakuii 3 00Ky HEeHTPaIbHOI
nepBoBoi cuctemu (LITHC) y popmi nceBnoTymopy roJoBHOro MO3Ky; JaHUHM eeKT 3HUK MiCis BIAMIHU
daykonazouy. Li mikapceki 3aco0M MOKHA 3aCTOCOBYBATH OJHOYACHO, aJI€ CIIiJ] ITaM’ ITATH PO PUSHK
BUHHMKHEHHS TOOIYHUX peakiiit 3 6oky [THC.

Bopuxonazon (ineioimop CYP2CY9, CYP2C19 ma CYP3A4): ogHOYacHE 3aCTOCYBaHHS BOPUKOHA30Jy
nepopaibHo (1o 400 mr koxHi 12 ronun npotsiroM 1 aud, motiM no 200 Mr koxHi 12 roguH NpoTsIrom



2,5 nmuiB) Ta Qaykonazony nepopanbao (400 Mr B mepumii geHb, oTiM 1o 200 Mr koxHI 24 TOaMHU
poTATOM 4 JTHIB) 8 30pOBUM JAOOPOBOJIBIAM YOJI0BIHOI cTaTi mpu3Beso 10 miaBuieHHS CraxTa AUC,
BOpPHUKOHA301y B cepeanbomy 10 57 % (90 % JI: 20 %, 107 %) ta 79 % (90 % MI: 40 %, 128 %)
BinmoBiAHO. HeBigoMo, Yu MpU3BOAUTH 3HMIKEHHS 103U Ta/ab0 4aCTOTH 3aCTOCYBAaHHSI BOPUKOHA30IY
abo ¢ykoHa3o0iy 10 yCyHeHHs Takoro edekty. [Ipu 3acTocyBaHHI BOPUKOHA30TY MIiCHs (DIyKOHA30TY
CJIiJ1 MPOBOAMTH CIIOCTEPEKEHH S I0JI0 PO3BUTKY MOOIYHUX €(PEKTiB, aCOIIHOBAHUX 13 BOPHKOHA30JIOM.
3uoosyoun: ¢uykonazon miasuinye Crax Ta AUC 3umoBynuny Ha 84 % Ta 74 % BIANOBIIHO, IO
3YMOBJICHO 3HIDKECHHSIM KIIPEHCY 3WAOBYAMHY MNpuOimu3Ho Ha 45 % nupu #Horo mnepopaibHOMY
3acTocyBaHHi. [lepion HamiBBUBEIACHHS 3UIOBYAUHY OYB TaKOXX IMOJOBXECHUN MpuOIn3HO Ha 128 %
micys 3aCTOCYBaHHS KOMOiHaIi1 (TyKOHA301y Ta 3UAOBYAMHY. 3a Malli€HTaMH, SKi 3aCTOCOBYIOTh TaKy
KOMO1HAIII 10 JTIKAPChKUX 3aC001B, CITiJ] CIIOCTEPITaTH MOAO0 PO3BUTKY MOOIYHUX PEaKIlii, MOB’ I3aHMUX 13
3aCTOCYBaHHSM 3UJOBYIMHY. MOXKHA PO3TIISTHYTH JOLUIIbHICTh 3HH)KEHHS 103U 3UI0BYINHY.
Azumpomiyun: y X0l BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHBOTO MEPEXPECHOTO JOCIIDKCHHS, B
SIKOMY B3sUTH y4acTh 18 370pOBHX JOOPOBOJIBINIB, OIIHIOBAINA BIUIMB a3UTPOMINUHY Ta (DIYKOHA30TY
Ha (apMaKOKIHETHKY OJUH OJHOTO NpPHU iX OJHOYACHOMY MEPOPaIbHOMY Pa30BOMY 3aCTOCYBAaHHI Y
no3zax 1200 mr ta 800 mr BiamosinHo. KogHUX 3HAYYIMX (PapMaKOKIHETUUHUX B3a€MOJIN BUSBICHO
He OyIo.

Ilepopanvui xommpayenmusu: TPOBOAMIOCS 2 (hapMaKOKIHETUYHUX JOCHIDKEHHS 0OaraTopa3oBOro
3acTocyBaHHS (DIYKOHA30Jy Ta KOMOIHOBAaHOrO MepopanbHOr0 KOoHTpauenTtusa. Ilpu 3actocyBanHi
¢dbnykonazonmy y nmo3i 50 Mr BIUIMBY Ha pPIBEHb TOPMOHIB He Oyllo, TOJl SK TpPH 3aCTOCYBaHHI
¢ykonazony y 1031 200 mr Ha 100y crioctepiranocs 30inbimenns AUC eruninectpaniony Ha 40 % Ta
neBoHoprectpeny — Ha 24 %. Lle cBimuuTh mpo Te, Mo OaraTopa3oBe 3aCTOCYBaHHS (IIYKOHA30Iy Y
3a3HaUEHUX J03aX HaBpSAJ UM MOXKE BIUIUBAaTH Ha €(QEKTHUBHICTH KOMOIHOBAaHOTO MEPOPATHHOTO
KOHTpAIICNITHBA.

Ocobnusocmi 3acmocysanus.

Hepmamocghimisa. BinnmoBigHO A0 pe3yNbTaTiB JOCITIHKEHHS (DIyKOHA30IY IS JTIKyBaHHS IepMaTodiTii
y OiTei, (aykoHazonm He mepeBullye rpu3eo(dyibBiH 3a €(EKTUBHICTIO 1 3arajJbHUM IMOKa3HUK
edexkTuBHOCTI cTaHOBUTH MeHIe 20 %. Tomy ¢(iykoHa3oa He ciif 3aCTOCOBYBAaTH Ui JIIKYBaHHS
nepMaTo(iTii.

Kpunmorxoxos. JlokasiB eeKTUBHOCTI (IyKOHA30ITY [T JIIKYBaHHS KPUIITOKOKO3Y 1HIIMX JIOKaJIi3aIlii
(HampuKJIaa JIETEHEBOTO0 KPUITOKOKO3Y Ta KPUNTOKOKO3Y IIKIpH) HEJOCTATHHO, TOMY PEKOMEHIAIlii
IOJI0 JI030BOTO PEXKHUMY JUIS JTIKYBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

Ituboki  endemiyni miko3u. JlokaziB e(peKTHBHOCTI (IyKoHA30dy A JIIKYBaHHS 1HIMX (QopM
EHJIEMIYHMX MIKO31B, TaKUX SIK MapaKOKIUIIOIMOMiIKO3, TICTOIJIa3MO3 Ta IIKIPHO-TiM(paTHIYHUNA
CHOPOTPHUX03, HENOCTATHHO, TOMY PEKOMEHJAIil IIOJ0 J030BOTO PEXUMY IS JIIKYBaHHS TaKHX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. Tlamientam i3 mopymeHHsSM (GYHKIIH HUPOK Tpenapar CIiJ] 3aCTOCOBYBATH 3
obepexHicTio (IUB. po3ain «Cnocib 3acmocysants ma 003uy).

Heoocmammuicmes  naouupkosux 3ano3. KeTOKOHA30y, SK BiOMO, CHPUYHHSE HEIOCTATHICTh
HAJHUPKOBHUX 3aJI03, 1 II€ TaKOXX MOXE CTOCYBaTHCA (IIyKOHA30Jly, X0ua CIIOCTEPIraeThecsi PiAKo.
HenmocraTHicTh HaTHUPKOBUX 3aJ103, MOB'SI3aHA 3 OJHOYACHHUM JIIKYBaHHSIM MPEIHI30HOM, ONHCaHa B
po3nini «B3aemonis 3 IHIIMMU JIKapChKUMU 3ac00aMHU Ta iHII BUAM B3aeEMOJiN. Brmus durykonazory
Ha 1HII JIKapChKi 3aC00M».

I'enamobiniapna cucmema. llanieHTam 13 moOpymeHHAM (YHKIIH T[e4YiHKM Tpenapar Clif
3aCTOCOBYBATH 3 00EpEKHICTIO. 3aCTOCYBaHHS (DITYKOHA30TY aCOIIIOBAJIOCS 3 BAHUKHEHHSIM P1AKICHUX
BUMIA/IKiB PO3BUTKY TSDKKOI TelMaTOTOKCHYHOCTI, BKIIOYAIOUH JIETAIbHI BUIIAJKU, TOJIOBHUM YHHOM Y
MAIi€HTIB 13 TSOKKMMH OCHOBHUMH 3aXBOPIOBAHHIMH. Y BUIAJIKaX, KOJU PO3BUTOK reMaToTOKCHYHOCT1
ACOIIIIOBABCS 13 3aCTOCYBaHHAM (DITyKOHA301y, HE OYyJI0 BiJI3HAYEHO i1 SIBHOT 3aJICKHOCTI BiJl 3arajibHOT
n000BO1 103U MpemnapaTy, TPUBAIOCTI Teparii, cTaTi ado BiKy MaiieHTa. 3a3BU4ail TenaToTOKCUYHICTb,
CIpUYMHEHA (PIIyKOHA30J10M, 000pOTHA, a 11 MPOSIBU 3HUKAIOTH I1CJIs IPUITMHEHHS Tepanii.



3a mamieHTaMu, y SIKUX HPU 3aCTOCYBaHHI (DIYKOHA30JIy CIIOCTEPITaroThCs BIAXUIICHHS PE3yJIbTaTiB
(GyHKI[IOHANBHUX TTPOO MEYiHKH, CJIiJl BCTAHOBUTU PETENbHUM HATIISA MO0 PO3BUTKY O1IBIII TSHKKOTO
YpaXK€HHSI TICYIHKH.

[NamieHTiB cnig npoiHGOpMYyBaTH MPO CUMIITOMHM, L0 MOXYTh CBIIUMTH MPO CEpHO3HUIN BILIMB Ha
MEeYiHKy (BUpa)K€Ha acTeHis, aHOPEKCis, MOCTiiiHa HynoTa, OJIOBaHHS Ta KOBTAHUILA). Y TakoMy
BUIAJIKY 3aCTOCYBaHHS (DIyKOHA30IIy CJIiJl HETaifHO MPUITMHUTH Ta TPOKOHCYIIBTYBATHCS 3 JIKapEeM.
Cepyeso-cyounna cucmema. Jleski a3onu, y TOMy 4ncii i QIryKoOHA3071, aCOLIIOITHCS 3 MOJOBKEHHSIM
intepBany QT Ha enexkrpokapziorpami. diaykoHa3on nmoaosxye iHTepsan QT muIsIXoM NMpUTrHIYCHHS
BUNIpSIMIIsTIOUOTO KamieBoro kaHamy (Ik). [lomomxkenns intepBany QT BHaAcCHIOK Ail IHIIMX JTIKAPCHKUX
3ac0o0iB (HANpHKIAL aMioJapoOHy) MOXE IIOCHIIIOBATUCS Y pE3YyJIbTaTi NPUTHIYEHHS (QEepMEHTY
CYP3A4 muroxpomy P450. TloBigomMisiiocs: mpo ayKe PiAKICHI BUMAAKW MOJOBKEHHs iHTepBany QT
Ta MapOKCU3MAJIbHOI NUTYHOYKOBOI TaXikapaii THIY «ImipyeT» MpH 3acTOCyBaHHI (urykoHa3omy. Taki
MOBIJJOMJICHHSI CTOCYBaJMCSI TAI[l€HTIB 13 TSHKKMMH 3aXBOPIOBAHHSAMHU TPU MOEJHAHHI 0Oaratbox
(bakTopiB PU3UKY, TAKUMU SK CTPYKTYPHI 3aXBOPIOBAHHS CEPILs, MOPYIICHHS €IEKTPOIITHOTO OOMIiHY
Ta OJIHOYACHE 3aCTOCYBaHHSI 1HIIMX JiKapChbKUX 3ac00iB, 0 BIUIHBatOTh Ha iHTepBan QT. [lamientu 3
TIOKaIIEMIEI0 TA MPOTPECYIOUOI0 CEPLIEBOI0 HEOCTATHICTIO MAIOTh MiABUILEHUHM PU3HK BUHUKHEHHS
3arpo3NUBUX JJISl KUTTS NUTYHOUKOBUX apUTMIN Ta MapOKCHU3MAaNIbHOI MUTYHOYKOBOI TaxiKapail TUIY
«TipyeT».

@dnykoHa30 CcHig 3 OOEPEeKHICTIO 3aCTOCOBYBATH MAIll€EHTAM 13 PU3HKOM PO3BUTKY apUTMiil.
OpHouacHE 3acTOCYBaHHSI pa3oM 13 JIIKAPCHKUMH 3aco0aMu, IO TPOJOHTYIOTH iHTepBan QTc Ta
MeTaboi3yI0ThCs 3a normoMoroio hepmenty CYP3A4 muroxpomy P450, mpotunokasane (AuB. po3aisid
«IIpoTumnokazanss» Ta «B3aeMois 3 IHIIMMH JTIKApCHbKUMH 3aCO00aMU Ta 1HII BUIA B3aEMOMIIN»).
Tanogpanmpun. Tanodantpun € cyocrparom ¢epmenty CYP3A4 i mpononrye inTepBan QTc mpu
3aCTOCYBaHHI Y PEKOMEHOBAaHUX TepaneBTUYHUX J03aX. OnMHOYACHE 3aCTOCYBaHHS TajJo(aHTpUHY Ta
(hyKoHA30JTy HE PEKOMEHIYETHCS (TUB. po3ii «B3aeMoIis 3 IHIIMMHE JIIKapCHbKUMU 3ac00aMu Ta 1HIII
BUJIA B3aEMOIN»).

Jlepmamonoeiuni peaxyii. Tlinm gac 3acTocyBaHHs (hIYKOHA30JIy PiJAKO IOBITOMIISIIOCS PO PO3BUTOK
TaKUX EKC(OJIaTUBHUX MIKIPpHUX peakiid, sk cuHapom CriBeHca—/[)KOHCOHA Ta TOKCHYHMMA
enigepManbHuil  Hekposi3. [loBimomusiocss mpo MEIMKaMEHTO3HY peakiilo 3 €03MHO(DUIIE 1
cuctreMaumu mposisamu (DRESS-cunnpom). IMamientn 31 CHI[lom O6isbln CXuiibHI O PO3BUTKY
TSOKKUX IIKIPHUX PEaKIidl MpU 3acTOCYBaHHI 0araThoX JIKapChKHX 3aco0iB. Km0 y marieHta i3
MTOBEPXHEBOIO IPUOKOBOIO 1H(DEKITI€I0 3’ IBISIFOTHCS BUCHIIH, 10 MOKHA OB’ S3aTH 13 3aCTOCYBAaHHSIM
(baykoHa3oy, MOAabllle 3aCTOCYBaHHS IIperapaTry CiiJi NPUIUHUTH. SKmo y mnaimieHta 3
1HBa3MBHOIO/CUCTEMHOI0 TPUOKOBOIO 1H(EKIi€l0 3’SBIASIOTHCS BHCHUIIM Ha MIKipi, 3@ HOTro CTaHOM
MOTPIOHO PETENIBHO CIOCTEPIraTH, a y BUIAJKY PO3BUTKY OYJIbO3HHX BUCHUIIB a00 MYIbTH(HOPMHOT
€pUTEMU 3aCTOCYBaHHS (DITYKOHA30 Iy CJIiJl IPUITUHUTH.

l'inepuymausicmo. Y PiAKICHUX BHUIAAKaX MMOBIIOMIISIIOCS PO PO3BUTOK aHa(pIIAKTHYHUX PeakIiii
(muB. po3ain «IIpoTunokasaHHs»).

Lumoxpom P450. ®nykonazon € noMmipHuM iHrioiTopom ¢epmentiB CYP2C9 ta CYP3A4. Takox
(dbaykoHazon € notykauuM iHTi6iTopoM pepmenty CYP2C19. Crig cioctepiratu 3a CTaHOM MAIlI€HTIB,
SK1 OJIHOYAaCHO 3aCTOCOBYIOTH (DIIyKOHA30J Ta MpenapaTd 3 BY3bKHUM TEPaNeBTUYHUM BIKHOM, IO
MeTabomizytoTbes 3a yuactio CYP2C9, CYP2C19 ta CYP3A4 (nuB. po3min «B3aemomist 3 iHIMMH
JTIKapChKUMU 3aC00aMH1 Ta 1HII BUAM B3aEMOIIIN).

Tepgenaoun. Cni peTeNbHO CIOCTEpIraTH 3a CTAHOM IaIli€eHTa MPU OJHOYACHOMY 3aCTOCYBaHHI
TeppeHaauHy Ta ¢urykoHazony y a03i Menme 400 mr Ha no0y (auB. posninu «IIpoTumokazanHs» Ta
«B3aemomis 3 iHIIMMH JIIKAPCHKUMHU 3aC00aMM Ta 1HII BUIU B3aEMOJIII).

Kanouoos. JlochimkeHHS NPOJEMOHCTPYBAJIM 3pPOCTAaHHS MOMMPEHOCTI 1H(EKIid, CHpUYMHEHHX
innmmu Bugamu Candida, kpim C. albicans. Bouu yacto € mpupozano crifikumu (Hanpukian, C. Krusei
ta C. auris) abo JIeMOHCTPYIOTh 3HWKEHY 4ymiuBicTh 110 ¢urykoHazony (C. glabrata). Taxi ingexiii
MOXKYTh OTpeOyBaTH ajibTEPHATUBHOI MPOTUTPUOKOBOI Tepamii micas HeBaanoro JikyBaHHs. OTxke,
JKapsM, sIKI TpU3HAYal0Th 3aci0, pEeKOMEHIYEThCSI BpaXOBYBATH MOIMIMPEHICTh CTIHKOCTI PI3HUX BUIIB
Candida no ¢aykonasoy.



Honomixcui peuogunu. Jlikapchkuii 3acid MICTUTh JONOMIXKHY pedoBHHY a3opyoin (E122), ska moxe
CIIPUYHUHSATH aJICPTIUHI peaKirii.

3acmocysanns y nepioo eazimnocmi aoo 200y8anHs 2pyooro.

Bazimnicme.

3a nmaHuMHU 00CepBaLliifHOTO JOCIIPKEHHS, ICHY€E IMiJIBUIICHUNA PU3UK CIIOHTAHHOTO a0OpTYy y KIHOK,
K1 OTPUMYBaJIM (PIIyKOHA30JI IPOTATOM MEPIIOTO TPUMECTPY BariTHOCTI.

Jlai Mmoo KiNBKOX THUCAY BariTHUX OJKIHOK, $KI OTPUMYBAJIM JIKYyBaHHS (PIyKOHA30JIOM Yy
KyMmynsTuBHIA 11031 < 150 Mr y mepmomy TpuUMeECTpi, IEMOHCTPYIOTh BIJICYTHICTh 3pPOCTaHHS
3araJlbHOTO PHU3WKY BaJ PO3BUTKY IUIOAY. B OJHOMY BETHMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
JOCHIJDKEHH] IepopajibHE 3acTOCYBaHHSA (UIYKOHA30dy B IEpIIOMY TpUMecTpi Oyilo MOB’si3aHE 3
HEBEJIIMKUM TiJIBUIICHUM PH3UKOM BaJ PO3BHTKY CKEJIETHO-M’ S30BOI CHCTEMH, IO BiAMOBiIae
npubnu3Ho 1 nomatkoBomy Bumaaky Ha 1000 >xiHOK, SIKi OTpUMYBAJIW KyMynsiTuBHI A03u < 450 wmr,
MOPIBHSHO 3 JKIHKaMH, SIKi OTPUMYBAJIH a30JIM MIiCIEBOi aii, i mpuOian3HO 4 1OJAaTKOBUM BUIIAIKaM Ha
1000 >xiHOK, SIKI OTPUMYBAIM KyMYJIATHUBHI 103 Ouibiie 450 mr. CKOpUroBaHUN BiIHOCHMM PU3MK
cranoBuB 1,29 (95 % JI: 1,05-1,58) mis no3um durykonazony 150 mr mepopansao Ta 1,98 (95 % L
1,23-3,17) nnst no3 paykonaszomy 6isbie 450 mr.

[ToBimomITsIIOCS TIPO YMCIICHH]I BPOJKEHI MATOJIOTIi Y HOBOHAPOKEHHX (BKIIIOYarOuH Opaxinedatito,
JMCIIIA310 BYIIHOI PAaKOBHMHH, HaJMipHE 30UIBIICHHS MEPEeIHBOrO TiM’sUKa, BUKPUBJICHHS CTETHA,
IJICYOIIPOMEHEBUH CHUHOCTO3), MaTepi SAKUX MpUMaIu BUCOKI 1031 (iykonazony (400—-800 mr/mo0y)
MPOTATOM TPUHAWMHI TphOX ab0 Oinblle MICAIIB A JIKYBaHHS KOKIHI0iM03y. 3B’S30K MIXK
3aCTOCYBaHHAM (IyKOHA30Ily Ta IMMM BUIIAIKaMU HE BUBHAYEHUH.

JlocipKeHHS Ha TBApUHAX MPOJIEMOHCTPYBAIM PENPOAYKTUBHY TOKCUYHICTD.

Ilepen HacTaHHAM BariTHOCTI PEKOMEHJIYETbCS IEpPiOA BUMMBAaHHA NPUOMM3HO | THXAEHb (IO
BIJIMIOBITa€ 5-6 mepiojiaM HaIiBBUBEICHHS) IiC/s 3aCTOCYBAHHS OJHOPA30BOi 03 a00 MPUITMHEHHS
Kypcy JiKyBaHHS (IUB.po3/in «DapMaKkoKiHETHKAY).

He cnmim 3acrocoByBatm 3BHYaiiHi 403U (UIYKOHA30dy Ta KOPOTKOTPUBAII KYpCH JIIKYBaHHS
(I1yKOHA30JI0M Y TIepio BariTHOCTI, 32 BUHSATKOM KpailHbOi HEOOX1AHOCTI.

He cnin 3actocoByBatu BUCOKI 103U (UIyKOHA30Jly Ta/ab0 TpUBall KypcH JIIKyBaHHS (JIyKOHA30JI0M y
nepioJ] BariTHOCTI, 32 BUHATKOM JIIKYBaHHS 1H(EKI1i, [0 MOXKYTh 3aTPOXKYBATH JKUTTIO.

Tooysanns epyooro.

@dirykoHa30J1 IPOHUKAE Y TPYIHE MOJIOKO Ta J0CSIrae KOHIEHTpalii moaiOHO1 10 piBHSA Y IJ1a3Mi KpOBI
(duB. pozain «®PapMakokiHETHKa»). ['ofyBaHHS IpyAIl0 MOXHa IPOIOBXKYBATH IICIsS Pa30BOI0O
3aCTOCYBaHHS 3BHYaiiHOI 103U (QuykoHasomy, mo craHoBuTth 150 mr. TomyBatu rpymmio He
PEKOMEHIYEThCSI IPU 0araTopa3oBOMY 3aCTOCYBaHHI (DIyKOHa30:1y abo IPpH 3aCTOCYBaHHI BUCOKHX J103
baykonazomy Ciif OMIHUTH KOPUCTH TPYTHOTO BHUTOJIOBYBAHHS JIJISI PO3BUTKY Ta 370POB’S AUTHHH 1
KJIIHIYHY TOTpeOy MaTepi y JiKapcbkoMy 3aco0i, a TaKOX MOTEHIIMHI MOOiuHI epeKkTH mpenapary abo
OCHOBHOT'O 3aXBOPIOBAHHS MaTepi Ui AUTHHU.

DepmunvHicmo.

@d1yKOHAa30J1 HE BIUTMBAB Ha GePTUIIHHICTH CAMIIIB T4 CAMOK IIIypiB.

30amuicms enaueamu Ha WIBUOKICMb Peaxkyii npu KepyeaHHi A8MOmpancnopmom aoo iHwumu
MexaHizmamu.

JlocmipKeHb BIUTMBY JIiKapchKoro 3aco0y Judmro3on® Ha 31aTHICTE KepyBaTH aBTOTPAHCIOPTOM abo
MPALIOBATH 3 IHIIMMH MEXaH13MaMH He TIPOBOIHIIH.

[TamieHTiB chix mpoiHGOpPMYyBaTH MPO MOMKJIUBICTH PO3BHTKY 3allaMOpPOYEHHs abo CyIoM IijJl 4ac
3actocoByBaHHs mnpenapary du¢umroson®. Ilpu pO3BUTKY TaKuX CHMITOMIB HE PEKOMEHIYEThCS
KepyBaTH aBTOTPAHCIIOPTOM a00 MPAIfOBATH 3 IHIIMMHU MEXaH13MaMHu.

Cnoci6 3acmocysannsa ma 0o3u.
Jlo3a ¢daykoHa30y 3aJ€XHUTh BIJ BHAY 1 TSHDKKOCTI TPUOKOBOT iH(ekIii. st O1IBIIOCTI BUMAIKIB
BariHaJIbHOTO KaHAU03Y IOCTAaTHBO PA30BOT0 3aCTOCYBAHHSI JIIKAPCHKOTO 3aCO0Y.



[Ipu HeoOxiHOCTI 0araTopa3oBOro0 3aCTOCYBAaHHS JIKAPCHKOTO 3aco0y JiKyBaHHS 1H(EKIH CIIija
MPOJIOBXKYBAaTH JI0 3HUKHEHHS KJIIHIYHUX Ta JIa0OpATOPHUX MPOSIBIB AKTUBHOCTI rprOKOBOT 1HGEKIIIi.
HenocraTHs TpuBanmicTh JIKyBaHHS MOXE IPU3BECTH 1O BIJHOBJIEHHS AKTUBHOIO 1H(EKIIHHOIro
MIPOLIECY.

Hudmo3on® 3aCTOCOBYIOTh, 3al€XKHO Bij JKapchkoi (OpMH, IEpopanbHO (Karcyin) abo
BHYTPIIIHBOBEHHO HUTIXOM 1H(Y311 (po3unH as iHQy3ii). Croci0 3acTocyBaHHS JIKapChKOTo 3aco0y
3QJICKHUTH BIJ KIIHIYHOTO cTaHy maijieHTa. Hemae HeoOXiMHOCTI y 3MiHI JOOOBOi J03H JIIKAPCHKOTO
3aco0y MpH 3MiHI NUIAXY KOT0 3aCTOCYBAaHHA 3 IEPOPATIHLHOTO HA BHYTPIIIHLOBEHHUH Ta HAaBIAKU.
Kancynu cmig koBraTu minumu. [Tpuitom mikapcbkoro 3aco0y He 3aJIeKHUTh BT MPpUHOMY ki.

Lopocai.

Kpunmoxkoxkos.

- JlikyBaHHSI KpUIITOKOKOBOTO MEHIHTITY: HaBaHTa)KyBaJbHA 1032 CTaHOBUTH 400 Mr y mepumii 1eHb.
[TinTpumyBanbHa no3a — 200400 mr oaun pa3 Ha 100y. TpuBanicTh NiKyBaHHS 3a3BUYail CTAHOBUTH
moHaiiMenIe 6-8 TwkHiB. [lpu iHpEKIisIX, Mo 3arpoKyIOTh KHUTTIO, JOOOBY /103y MOKHA 301IBIIINTH
1o 800 mr.

- [linTpumyBasibHa Tepamis /Ui MONEPEKEHHS PELUINBY KPUIITOKOKOBOTO MEHIHTITY y MAI[l€HTIB 3
BUCOKHM PH3UKOM HOTo pO3BUTKY: PEKOMEHJ0BaHA /1032 J1Kapchbkoro 3aco0y ctaHoBUTH 200 Mr ouH
pa3 Ha 100y MPOTATOM HEOOMEKEHOTO Yacy.

Koxyuoioioos.

- PexomennoBana no3a ctanoBuTh 200—400 mMr omun pa3 Ha n00y. TpHUBaNICTh JiIKyBaHHSI CTAHOBUTH
11-24 micsimi 4M JOBIIE 3alIe)KHO BiJl cTaHy mamieHTa. Jlns mikyBaHHs Jeskux ¢opM iHDekii, a
0COOIMBO IS JIIKYBAaHHS MEHIHTITY, MOX€ OyTH JOIIIbHUM 3acToCcyBaHHs 1031 800 M1/100Yy.
Insasueni kanouoosu.

- HaBanTaxyBanbHa 103a cranoBuTh 800 Mr y mepumii aeHb. [linTpumyBanbHa mo3a — 400 Mr ouH pa3
Ha 700y. 3a3BHuYail PEeKOMEHJOBaHA TPHUBAJICTh JIKyBaHHS KaHAWUIEMii CTAHOBUTH 2 THXKHI MiCIs
MepIIMX HETaTUBHUX PE3yIbTaTiB TEMOKYIbTYPH Ta 3HUKHEHHS 03HAK 1 CHMIITOMIB KaHIUAEMI].
Kanouoos cauzosux obonronok.

- Kanammos poTornoTku: HaBaHTaxyBaldbHa Jo03a cTraHoBuTh 200—400 mMr y mnepumii [eHb,
nigrpumyBanbHa fo3a — 100-200 mr oquH pa3 Ha n1o0y. TpuBaicTs JiKyBaHHS CTaHOBUTH 7—21 neHb
(o mocsArHEeHHs peMicii), ajne Moke OyTH 301IbIIeHa [T MALi€HTIB 13 TSHKKUM IMYHOAE(DILIUTOM.

- Kamgumos cTtpaBoxomy: HaBaHTaxyBajibHa Jo03a craHoBuTh 200—400 Mr y mnepumii JeHb,
niarpumysanbHa 103a — 100-200 mr ogun pas Ha 100y. TpuBanicts nikyBaHHs cTaHOBUTH 14—-30 nHiB
(mo mocsirHeHHs peMicii), ajge Moke OyTH 301IbIIeHA JJIS MAIIE€HTIB 13 TSHKKUM IMYHOAE(DIITUTOM.

- Kanaunypisi: pekomengoBana no3a ctaHoButh 200—400 mr onuH pa3 Ha 100y mpoTsrom 7—21 mHiB.
JIns marieHTiB 13 TSOKKAM iIMyHO1e(DilIUTOM TPUBAJII CTh JIIKYBAaHHS MOHA 301JTHIIMTH.

- XpoHiuHUH aTpodiyHMI KaHAWJ03: PEKOMEHJOBaHA 032 CTaHOBUTH S50 MI' OJMH pa3 Ha 100y
npotsiroM 14 nHiB.

- XpOHIYHMN KaHAMIO03 MIKIpH Ta CIM30BUX OOOJIOHOK: pEeKOMEHJ0BaHa /103a cTaHoBUTH 50—100 mr
OJIMH pa3 Ha 700y. TpuBaIiCTh NIKyBaHHS CTAHOBUTH J10 28 JHIB, aje MOXe OyTH 301JIbIIeHa 3aJI€XKHO
BIJI TSDKKOCTI1 Ta BULy 1H(eK1ii a00 3HUKEHHSI IMYHITETY.

Ilonepeodoicennsn peyuougy KaHouoo3y ciuzoeux o00aoHoK y nayienmie 3 BIJI, axi maiomv eucoxuii
DUBUK 1020 PO3BUNIKY.

- Kannmmo3 poTornoTku, KaHAMIO3 CTPABOXOMY: pekoMeHaoBaHa no3a ctaHoBUTh 100—200 mr oguH
pa3 Ha 100y a6o 200 Mr 3 pa3u Ha THXJCHb. TpUBAIICTH JIIKYBaHHS € HEOOMEKEHOTO IS MAIIE€HTIB 13
MPUTHIYCHUM IMYHITETOM.

Ipoghinakmuxa kanouoo3nux ingexyiu y nayicHmis iz mpueanior HelumponeHicro.

- PexomenmoBana mo3a cranoButh 200—400 Mmr oguH pa3 Ha m00y. JlikyBaHHS CIiJi pO3NOYMHATH 3a
KiJbKa [JHIB JI0 OYiKYBaHOTO PO3BUTKY HEWUTPOIEHII Ta MPOAOBXKYBATH MPOTIrOM 7 JHIB MicCIA
i IBUILEHHS KibKocTi HelTpodinis monan 1000/mm3.

I'enimanvHi kKanouoo3u.

- [ocTpuii BariHAJILHUN KaHAWI03, KaHJAUIO3HUN OallaHIT: peKOMEHI0OBaHa /1032 CTaHOBUTH 150 mr
pa3oBo.



- JlikyBaHHs Ta npo(dilakTHKa PeUUIMBHUX BariHAIBHUX KaHAWI031B (4 abo Oiblle BUNIA/IKIB HA PiK):
pexkoMeHoBaHa n103a cTtaHoBUTH 150 mr 1 pa3 na 3 gui. Beworo cimig 3acrocyBatu 3 no3u (1 gess,
4 nenb Ta 7 nensp). Ilicnsg nporo ciiJi 3aCTOCOBYBAaTH MiATPUMYBaJIbHY 103y 150 Mr 1 pa3 Ha THXKIEHb
MPOTATOM 6 MiCSIIIB.

Jlepmamomikosu.

- Miko3 cTom, MiKO3 THaiKol MIKipH, MaXOBUM [IEPMATOMIKO3, KaHAWAO3HI 1HQEKIIi MIKipu:
pekoMeH0BaHa Jo03a cTaHoBUTH 150 mMr 1 pa3 Ha TmxaeHb abo 50 mr 1 pa3 Ha no0y. Tpusanictsb
JTIKyBaHHS CTAaHOBHUTH 2—4 TY>KHI. JIiKyBaHHS MiKO3Y CTOIl MOKE€ TPUBATHU 110 6 THXKHIB.

- PizHoOapBHUI nuimaii: pekoMenaoBana go3a cranoBuTh 300—400 Mr 1 pa3 Ha THXKIEHD IPOTATOM 1—
3 TmkHIB 260 50 Mr Ha 100y MpPOTIToM 2—4 THXXHIB.

- lepmatoiTHHI OHIXOMIKO3: pEeKOMEHI0OBaHa 703a CTaHOBUTH 150 Mr 1 pa3 Ha THXAeHB. JIiKyBaHHS
CJIiT TIPOZIOBXKYBATU JIOTH, JOKH 1H(IKOBAaHWUU HIrOTh HE Oyae 3MIHEHO 310pOBUM. J[Jis BiapoCTaHHS
3I0pOBUX  HITTIB Ha pykax Ta Ha BEJIMKUX MalblUgX HIT 3a3BU4Yail  HEOOXiAHO
3-6 micsamiB Ta 6-12 micsaniB BiamoBigHO. OQHAK MBHIKICTH POCTY HITTIB y MAIli€HTIB MOXeE OyTH
pi3HOIO Ta 3ajexkaTd BiA BiKy. [licis ycmimmHoro mikyBaHHS TPUBAIMX XPOHIUHUX iH(peKIii dhopma
HIT'TS 1HOJ 3JIMIIAETHCS 3MIHEHOIO.

Hayienmu nimnb020 8iKY.

Jlo3y HEOoOXiTHO MiaOMpaTH 3ajeXHO BiJ craHy (GyHKHiH HUpok (auB. migposain «[lamientu 3
HUPKOBOIO HEJOCTATHICTIO» HIXKYE).

layicumu 3 HUPKOBOIO Hedocmamuicmio.

Juiro301® BHBOIMTECS 3 OpPraHi3My NMEPEBAXKHO 3 CEYE0 y HE3MIHEHOMY BUIUIAMi. IlpH pasoBomy
3aCTOCYBaHHI KOpUTYBaTH 103y (uiykoHazony He moTpiOHO. [lamienTam (Bkiaouarouum JiTeH) i3
MOPYIICHHSIM (YHKIIH HUPOK MPH HEOOXIAHOCTI OaraTopa3zoBOro 3aCTOCYBaHHS JIIKapPCHKOTO 3ac00y y
TepIMii JIeHb JTKyBaHHS ciij 3aCTOCOBYBATH MOYaTKOBY 03y
50400 mr 3anmexxHo Bix mokazaHHs. Ilicns mporo m000By m03y (3aJIe)KHO BijJ TOKa3aHHS) CIiJ
pO3paxoByBaTH BiMOBIAHO J0 TaOIUIll HIDKYE!

Knipenc kpeamuniny (ma/xe) Biocomok 6i0 pexomenoosanoi 0o3u
> 50 100 %
< 50 (6e3 remomianizy) 50 %
I'emomianmis 100 % micnis KO’)KHOTO reMoJIiaizy

[NamienTtn, sKki nepeOyBalOTh Ha pErylsipHOMY Tremojiani3i, mnoBuHHI oTpumyBatu 100 %
PEKOMEHJIOBAHOI JT03U TICHISA KOXXHOTO TeMojialni3y. ¥ JAeHb, KOJIU Jiaii3 HEe MPOBOJUTHCS, MAIlIEHT
MOBUHEH OTPUMYBATH /103y, BIIKOPUTOBAHY 3AJIEKHO BiJl KJIIPEHCY KPEaTHHIHY.
THayiecnmu 3 nopywenusam @yHkyit newinKuy.
@dykoHa30J1 CIiJl 3aCTOCOBYBATH 3 OOEPEXKHICTIO MAI[i€eHTaM 13 MOpPYHICHHAMH (YHKIIH TMediHKH,
OCKUJIBKHM 1H(hOpMaIlii 010 3acTOCyBaHHS (DIyKOHA30Y i KaTeropii MamieHTiB HEAOCTaTHLO (IHB.
pozninu «OcobmuBocTi 3acTocyBaHHs» Ta «I106iuHi peakiii»).

imu.
He cnin nepesuiyBat MakcuMmaibHy 1000By 103y 400 mr.
Sk 1 mpu aHaANOTIYHMX 1H(MEKUIAX y JOPOCIMX, TPUBAIICTH JIIKYBAHHS 3aJICKUTh BiJ| KIIHIYHOI Ta
Mikostoriunoi Bianmosigi. Judmozon® 3acrocoByroTs 1 pas Ha 100y.
Jlo3yBaHHS JiKapchKoro 3acoOy Ajis JiTed 13 MOpyIIeHHSM (QYHKIIH HMPOK HaBEIEHO Y MiApO3Aii
«I]anieHTH 3 HUPKOBOIO HEAOCTATHICTION.
dapmakokiHeTHKa (pIyKoHa30Iy He TOCTIKyBaiacs y JiTel i3 HUPKOBOIO HEOCTATHICTIO.
Jlimu sixom 6i0 12 poxis.
3aneXHO BiJl MAacH Tila Ta MyOEPTaTHOTO PO3BHUTKY JIIKApIO CIiJ OI[iHWUTH, SIKa /1032 JIIKAPCHKOro
3aco0y (mIst TOpOCIUX Y IS ITEH) € ONTHMaIbHOIO s marienTa. KimiHigHil 1aHi cBia4aTh mpo Te,
o y aiTed KiipeHce (IyKoHA30JIy € BUIMM IMOPIBHSHO 3 JopociauMu. 3acrocyBaHHs 103 100, 200 ta
400 mr mopocium Ta Ao03 3, 6 Ta 12 Mr/kr oguH pa3 Ha A00y HITAM MNPU3BOIUTH O JOCATHEHHS
CHIBCTaBHOI CHCTEMHOI €KCTIO3HIIi].
EdexTuBHicTh Ta Oe3meKa 3aCTOCYBaHHS JIIKAPCHKOTO 3aco0y ISl JiKyBaHHS MeHITAJbHUX KaHAUI031B
y aiTeil He BcTaHoBieHI. HasBHa Ha choroAHimmMii neHb 1H(opMallis HaBeneHa y po3aun «IlobiuHi




peaxii». SKmo icHye HaraJbHa MoTpeda 3acTOCYBaHHS JIIKAPCHKOTO 3aco0y MiUTiTKaM (BIKOM Bij
12 no 17 pokiB), cii 3aCTOCOBYBaTH 3BHYAHI 103U AJIsl TOPOCIIHUX.

Jimu sixom 6i0 5 0o 11 poxis.

Kannunosu ciam3oBux 000OJOHOK: MOYATKOBA /1032 CTAHOBUTH 6 MI/KI/I00y, MiATpUMYBalbHA 1032 —
3 Mr/kr/mo0y. TlowaTkoBy 103y MOXHa 3aCTOCOBYBaTH B TEPIIMH J€HH 3 METOI OIJBII IBHIKOTO
JOCATHEHHS PiBHOBaYKHOT KOHIICHTpAIIi].

[HBa3MBHI KaHJIUIO03HM, KPUIITOKOKOBUM MEHIHTIT: JI03a JIIKAPCHKOTO 3ac00y CTaHOBUTH 6—12 MI/KT
OJIMH pa3 Ha 100y 3aJIeKHO BiJl CTYMEHS TSDKKOCTI 3aXBOPIOBAHHSI.

[linTpuMyBasibHA Tepamis IS TONEPEPKEHHS PEIUIUBY KPUITOKOKOBOTO MEHIHTITY y AiTed 13
BUCOKHM PH3UKOM HOTO PO3BUTKY: J103a JIIKAPCHKOTO 3aCO0Yy CTAaHOBUTH 6 MI/KT OJIUH pa3 Ha J00y
3aJIeXKHO BiJ] CTYNEHs TSHKKOCTI 3aXBOPIOBAHHSI.

[MpodinakTrika KaHIUI031B Yy MAMIEHTIB 3 iIMyHOAS(DIIIUTOM: 032 JTIKapCHKOTO 3aC00y CTAHOBUTH 3—
12 mr/kr oauH pa3 Ha 100y 3aJIeKHO BiJl BUPAKEHOCTI Ta TPUBAIOCTI 1HAYKOBAHOI HEHTpPOIIEHIT (IUB.
J03U IS TOPOCITHX).

Himu.

3acToCcOBYBaTH JIIKapChKUM 3aci0 y (opmi Karcyn il kaTeropii mami€eHTiB MOXKHA TOJ1, KOJIU JITH
31aTHI 0e3MeYyHO MPOKOBTHYTH KarlCyily, IO 3a3BUYail € MOXJIMBUM Y Billl BiJ 5 POKIB (IMB. PO3Iii
«Crocib 3acTOCYBaHHS Ta J03U»).

Ilepeoo3ysanns.

OTpuMaHO TOBIIOMJICHHSI TPO TEPeno3yBaHHS (DIyKOHA30Jy; OJHOYACHO MOBIIOMIISLIOCS PO
TATIOIMHAITIT Ta MapaHOiJaIbHY MTOBEIIHKY.

[Ipu mepemo3yBaHHI HEOOXIJTHO MPOBECTH CHMMTOMATHYHY MiATPUMYBAJIbHY Tepamilo Ta y pasi
HEOOXiTHOCTI MPOMHUTH HUTYHOK. DIIyKOHA30J1 3HAYHOIO MipOIO €KCKPETYETHCS 3 CeUet0; POPCOBAHMIA
Jiype3 MoXe MPUCKOPUTH BUBEACHHs npenapaty. CeaHC remMojianily TPUBANICTIO 3 TOAWHU 3HUXKYE
piBeHB QIIyKOHa301Ty y mi1a3Mi KpoBi mpubam3Ho Ha 50 %.

Il o6iuni peaxuii.

Pezrome npodinro 6e3meyHocTi

VYV 3B’sa3ky 3 JiKyBaHHSM (DJIYKOHA30JIOM TMOBIIOMJISUIOCS TIPO  MEIMKAMEHTO3HY pEakIioo 3
eosuHo¢imiero i cucremHumu npossamu  (DRESS-cunmpom) (muB. posmin  «OcobmuBoCTi
3aCTOCYBAHHS»).

Haifuacrime nmoBigomisiocs mpo Taki moOiYHI peakiii: roJoBHUM Oi1b, 011 Y YepeBHIM MOPOXKHUHI,
niapes, HyJ0Ta, OJIFOBaHHsI, IMIABUIICHHS piBHS anaHiHamiHnoTpaHcdepasu (AJIT), migBuieHHsS piBHS
acnaprataminorpancdepasu (ACT), miaBUIICHHS piBHA JIyKHOI ocdaTa3u KpoBi, BUCUITAHHS.

JIns OIIHKK 4YacTOTH BHUHUKHEHHSI MOOIYHMX PEaKIiii BUKOPHCTOBYIOTH TaKy KiacH(ikarliro: ayxe
gacto (>1/10), gacro (Bim >1/100 mo <1/10), Hewacto (Bix >1/1000 no <1/100), piako (Big>1/10000
1o <1/1000), myxe piako (<1/10000), gactoTa HeBigOMa (HEMOXJIMBO OI[IHUTH Ha TIJICTAaBl HAIBHUX
JTAHUX).

3 6oky cucmemu Kpoei ma nimgpamuunoi cucmemu.

Heuacro: anemis.

Pinko: arpaHynonuTo3, JIeHKONEeHis, TPOMOOLUTOIEHIsI, HEUTPOTIEHI L.

3 60Ky imyHHOI cucmemu.

Pinko: anaginakcis.

Memaboniuni ma animenmapui po3naou.

HeuacTo: 3HM)KEHHS anleTuTy.

Pinko: rimepxonecTepuHeMis, TepTPUTITIIEPUICMIs, TITOKATIEMISL.

Tcuxiuni nopywenHs.

HeuyacTto: 0€3COHHS, COHIUBICTD.

3 60Ky HepeosoI cucmemu.

YacTto: ronoBHUH O1J1b.




HeuacTo: cynomu, mapecrtesisi, 3al1aMOpOYCHHS, TOPYIICHHS CMAaKYy.

Pinko: Tpemop.

3 60Ky opeanis cayxy ma 8ecmubOyIsapHO20 anapamy.

Heuacro: Bepturo.

3 boky cepys.

Pinko: mapokcu3ManbHa LUTYHOYKOBA TaxXiKapis TUITYy «IipyeT», MojoBxeHHs iHTepBaiy QT (auB.
po31in «OcoOIMBOCTI 3aCTOCYBAHHS).

3 60Ky WIYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 61716 y yepeBHIH MOPOKHUHI, HYJ0TA, Jiapesi, OJFOBaHHSI.

Hewacro: 3anop, Aucrierncis, METEOpU3M, CYXiCTh y POTI.

T'enamobiniapui poznaou.

Yacro: NiABUINGHHS ~ piBHA  anaHiHamidoTpaHcdepasu  (AJIT),  migBuImeHHs — piBHSA
acnapraraminorpancepasu (ACT), mnigBuiueHHs piBHA JykHOi (¢docdaTazu (OUB. PO3ALIT
«Oco0auBOCT1 3aCTOCYBAHHS).

Heuwacto: xonectas, >KOBTSHUIlSA, MiABUIIECHHS piBHSA OinipyOiHy (muB. po3min «OcoOmmMBOCTI
3aCTOCYBaHHS).

Pinko: me4yiHKOBa HEJIOCTATHICTh, FEMATOLCIIONIIPHUN HEKPO3, TEIaTUTH, TeNATOIENIONIIPHE YPaKEHH S
(muB. po3ain «OcoOMMBOCTI 3aCTOCYBAHHS).

3 6oxy wikipu ma niowKipHoi MKAHUHU.

Yacto: Bucunanus (AuB. po3iii «OcoOIUBOCTI 3aCTOCYBAHHS).

HeuacTo: MeaukaMeHTO3HMH AepMaTHT (BKJIOYaroud (DiKCOBaHUN MeEIMKAMEHTO3HHMH J€pMaTuT),
KpOIUB’ THKA, CBEPO1XK, TiIBUIIICHE TTOTOBUAIICHHS (IUB. po3/1iil «OCOOIMBOCTI 3aCTOCYBAHHS» ).
Pinko: TokcuuHHMII  emijepMmanbHUE  Hekposi3, cuHAapoMm  CriBeHca-/[PDKOHCOHa, TOCTpHIA
reHepai3oBaHUN eK3aHTeMaTO3HUN MyCTylb03, eKC(ONIaTUBHUM JepMaTUT, AaHT1OHEBPOTUYHUMN
HaOpsK, HAOPSK 00MMYYs, aonelist (IUB. po3/in «OCoOIMBOCTI 3aCTOCYBAHHS ).

Hesinomo: MennkamMeHTO3Ha peakilis 3 eosuHodiniero i cucreManmu nposisamu (DRESS-cunnpom).

3 60Ky onopHo-pyxo8020 anapaniy ma Cnosy4yHoi MKAHUHU.

Heuacro: mianris.

3azanvri poznaou ma peakyii'y micyi 66e0eHHsl.

Heuacro: migBuinieHa BTOMIIIOBaHICTh, HE3IyKaHHS, ACTEHIs, TapsUKa.

Himu.

Yacrora Ta XapakTep NOOIYHMX peakwiil 1 BIIXWICHb Bl HOPMU PE3yJabTaTiB 1a00paTOPHUX aHATI3IB Y
X0l KJIIHIYHHMX JOCIIIPKEHb 32 YJaCTIO ITeH CITIBCTABHI 3 TAKUMH Y JOPOCIIHX.

3simyearnhs npo nioo3proeani nooOiuHi peakyii.

3BiTYBaHHS MPO TMiA03pIOBaHI MOOIYHI peakilii micis peecTparii JiKapchKOro 3aco0y Mae BaKIIMBE
3HaueHHs. lle mae 3mory mpoBoauTH Oe3mepepBHUN MOHITOPHHT CIHiBBIJHOIICHHS MiK KOPHCTIO 1
pU3HKaMHU, TIOB’SI3aHUMH 13 3aCTOCYBAHHSM IILOTO JIIKapChKOro 3acol0y. MeauuHuUX MpaiiBHUKIB
MPOCATH 3BITYBaTH Tpo Oyab-sKi Migo3proBaHi MOOIYHI peakiii BIAMOBIAHO TO BHMOT MiCIIEBOTO
3aKOHOJIaBCTBA.

Tepmin npuoamuocmi. 4 poxu.

YMmoBH 30epiranus.
30epiraTv B OpUTiHAIBHIN YITAKOBIIl MK TeMiiepatypi He Buie 25 °C.
30epiraT¥ y HEAOCTYITHOMY JJIsl AiT€H MicCIIi.

Ynakoska.
Kancynu o 50 mr, no 7 kancyn y 6micrepi, 1 Oxictep y mayiii.
Karcymu o 100 mr, o 7 xaricyn y omicrepi, 1 6micTep y mayri.

Kareropis Binnycky.
3a peuenTom.



BupooHuk.
ITAT «KuiBmeanpenapar».

Micue3Hnaxoaxxe HHsI BAPOOHUKA Ta HOro ajpeca Micusi NPoBaKe HHA AislJIbHOCTI.
Vkpaina, 01032, m. Kuis, Byn. Cakcarancekoro, 139.

Jata octanuboro neperasay. 30.10.2023.



