IHCTPYKUIA
JJISE MEIMYHOT'0 3aCTOCYBAHHS JiKAPCbKOI0 3ac00y

BOPHUKOHA30JI-BICTA
(VORICONAZOLE-VISTA)

Cknao:

oiroua peuosuna: Voriconazole;

1 dnaxon mictute Bopukonasory 200 mr;

OONOMINCHI pevosuHY . TITPOKCUIIPOIIIOETAACKC; JaKT03a, MOHOTIIpaT.

Jlikapcbka ¢opma. [Topomiok 115 po3unny aiist iHQy3ii.
Ocnogni Qizuko-ximiuHi 61acmugocmi: TOPOIIOK O1I0T0 a00 Maiike OLI0ro KOJILOpY.

dapMmakoTepaneBTHYHA Ipymna.
[TpoTumikpoOHi 3acobm 17151 cuCTeMHOTO 3acTocyBaHHs. [ToxiaHi Tpuazonmy. Boprukonasol.
Kon ATX JO2A CO03.

Dapmaxonoziuni enacmugocmi.

Dapmarxoouramixa.

Mexani3Mm aii

Bopukonazon — npoturpulkoBuii 3acid rpynu TpuazoiniB. OCHOBHHI MeXaHI3M [ii BOPUKOHA30IY
OB ’sI3aHUH 3 MPUTHIYECHHSIM HaWBaKIMBIIIOTO eTamy 0i0CHHTE3y TpHOKOBOTO eprocrepory — 14-
anb(a-TaHOCTEPOI-IEMETHIIIOBAHHS, OMOCEPEAKOBAHOTO IuTOXpoMoM P450. Axymynsauis 14-
anb(a-METUICTEPOIIIB KOPEIIOE 3 MOJAIBIIOI BTPATOK €ProcTepoly B KIITHHHIN MeMOpaHi
rpubKiB i 0OYMOBIIOE MPOTUTPUOKOBY aKTUBHICTH BOPUKOHA301y. Byno mpoaeMoHCTpoBaHO, IO
BOPUKOHA30J1 € OUTBII CEJICKTHBHUM 10 TPUOKOBUX (epMeHTIB muroxpomy P450, HiX g0 pi3HUX
cucteMm hepmeHTiB 1uTOoXpomy P450 y ccaBiis.

dapmakokiHeTH4HI/papMaKoAMHAMIYHI 3B’ A3KH

Y xoni 10 TepameBTUUHUX JAOCHIPKEHb MeEJlaHHE 3HAYEHHS CepelHbOi Ta MaKCUMaJlbHOL
KOHIIEHTpAIIii y IJ1a3Mi OKpEMHUX TAIli€HTIB CTAHOBHJIO, BIAMOBIIHO, 2425 HI/MII (MI>KKBapTUIHHUMA
mianazon 1193-4380 ur/mn) ta 3742 ur/mn  (MbkkBapTuinpHUM gianazoH  2027-6302 vr/mm).
[103UTUBHOTO B3a€MO3B’SI3KYy MIXK CEPEJHBOI0, MAKCUMAJIbHOIO Ta MIHIMAJIbHOIO KOHIIEHTpALI€l0
BOPUKOHA30Jy B IJa3Mi KpOBI Ta HOro e(eKTUBHICTIO B XOJl TEpaneBTHYHUX JAOCIIPKEHb HE
BUSBIIEHO, a JOCIIJIKEHHS TAKOTO 3B’ SI3KY MpU MPODIIIaKTUYHOMY 3aCTOCYBaHHI HE TPOBOAMIIOCS.
dapMakoKiHETUYHUI Ta (dapMakoIWHAMIYHUM aHami3 JaHUX KIHIYHUX JOCIIPKEHb BHUSIBUB
MO3UTUBHUM 3B’SI30K MK KOHLIEHTPALI€}0 BOPUKOHA30Jly B IJIa3Mi Ta BIAXUJIEHHSIMHU MOKa3HUKIB
MEeYiHKOBUX NpoO 1 mopyueHHaMu 30py. KopuryBaHHs 103U y JOCTIDKEHHAX MPOQiIaKTUYHOTO
3aCTOCYBaHHS IpenapaTy He BUBYAIOCS.

KniniuHa eekTUBHICTD Ta Ge3nexa

VY nmociipKeHHsIX iN VItr0 BOPUKOHA30JT IEMOHCTPYE MPOTHIPUOKOBY aKTHBHICTh IIMPOKOTO CIEKTPa
npotu pisHux BuaiB Candida (Bxirodarouu pe3uCTEHTHUI 10 ¢uykoHasony mram C. Krusei i
pesucrentHi wramu C. glabrata ma C. albicans) Ta QyHrinuIHy aKTUBHICTH MPOTH BCIX
nocmimkennx BuaiB Aspergillus. Kpim toro, Bopukonaszon in Vitro gemoHctpye (yHTrinumHy
aKTHBHICTh TPOTH HOBUX IATOTCHHUX TpuOKiB, BKIouyaroun Scedosporium ta Fusarium, ski
XapaKTepU3yIOThCs 0OMEKEHOI0 YYTJIMBICTIO 10 ICHYIOUHX MPOTUTPHOKOBUX 3aCO0iB.

KrniniyHa epexTuBHICTh (13 4aCTKOBOIO ab0 MOBHOIO BiANOBLAI0) Oyia MpOAEMOHCTpOBaHA MpU
iHpekuisx, cnpuunHeHnx pizHumu Bugamu Aspergillus, y tomy umem A. flavus, A. fumigatus,
A. terreus, A. niger, A. nidulans; pisanmu Bumamu Candida, y 1. 4. C. albicans, C. glabrata,
C. krusei, C. parapsilosis ta C. tropicalis; neskumu mramamu C. dubliniensis, C. inconspicua ta
C. guilliermondii, pi3aumu Bumamu Scedosporium, y T. 4. S. apiospermum, S. prolificans, Ta
pizHuMu Bugamu Fusarium.

[H11 rpubKoBi 1H@EKIIT (YacTo SIK 3 YaCTKOBOIO, TaK 1 3 OBHOIO BIJIMOBIA/II0) BKIIOYAIOTh OKpEMi
BUNIAJKK 1HQEKIiH, crnpuunHenux pisaumu Bugamu Alternaria, Blastomyces dermatitidis,




Blastoschizomyces capitatus, pisaumu Bumamu Cladosporium, Coccidioides immitis, Conidiobolus
coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala spinifera, Fonsecaea
pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, pisauvu Bumamu Penicillium, y 1. 4. P.
marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis Ta pisaumu Bugamu Trichosporon,
BKJIrouarouu T. beigelii.

In VitrO akTUBHICTH HPOTH KIIHIYHHMX 130JIATIB CIIOCTEpiramacss s pisHuX BHAiB Acremonium,
pizuux BuaiB Alternaria, pisuux Buzi Bipolaris, piznux Bunis Cladophialophora ta Histoplasma
capsulatum, mpu mpoMy iHriOyBaHHS OIUIBIIOCTI INTaMiB BigOYyBalOCS MPH KOHIEHTPALisX
BOPUKOHAa30Jy B niana3oHi Big 0,05 10 2 Mkr/mi.

In vitro mpomeMOHCTPOBAaHO aKTHUBHICTH HpOTH pisHMX BHAiB Curvularia ta pisHMX BHIIB
Sporothrix, aie kiiHIYHA 3HAYYIIICTH Ii€] aKTUBHOCTI I1I¢ HE 3’ COBaHA.

Mesxi 4yTIUBOCTI

[epen Tum, sIK po3MoYaTH Tepariro, He0OXiTHO OTPUMATH 3Pa3KH IPUOKOBOI KYJIbTYPH Ta IPOBECTH
1HII BIMOBIIHI JIAOOPATOPHI MOCHIIKEHHs (CEpOJIOTIUHI, TICTOMATONOTIYHI) I BUIAUICHHS Ta
inenTudikamii 30yIHUKIB 3aXBOpIOBaHHs. Teparmiro MOKHA PO3MOYATH JI0 TOTO, SIK CTAHYTh BiZOMI
pe3yabTaTH KYJIbTYPAIbHUX Ta JITAOOPATOPHHUX JOCHIHKEHB; MPOTE, IOWHO PE3yJbTaTH CTaHYTh
JOCTYITHUMH, CIIiJ] BIAMIOBITHUM YHHOM CKOPHT'YBAaTH aHTUIH(QEKIIHHY Tepartio.

Jlo BumiB, 1m0 HalyacTilie CHPUYMHAIOTH 1H(MEKIIIHI 3aXBOPIOBaHHS Yy JOjAeH, Hanexatb C.
albicans, C. parapsilosis, C. tropicalis, C. glabrata ta C. krusei, npu4omy ajs BCiX HHX BHIIB
MiHiMaJbHa iHri0yroua koHueHtpais (MIK) BopukoHaszony 3a3Buyail CTaHOBUTH MeHIIe 1 Mr/m.
[Tpote in Vitro akTUBHICTh BOPUKOHA30Jy poTH pizHux BuaiB Candida He € onHakoBOw. 30KpeMa,
mono C. glabrata MIK BopukoHa3oy it pe3UCTEHTHUX 10 (BIyKOHA30Jy IITAMiB MPOMOPIIHHO
BUIIA, HIK JUIS IITaMiB, 9yTIUBHUX A0 (IIyKOHA30iy. TakuM YWHOM, CIIiJ] TOKJIACTH YCiX 3YCHIIb JIJIs
inentudikaii Candida mo piBHA Buay. 3a HasSBHOCTI pe3yJbTAaTiB TECTYBaHHS YYTJIMBOCTI
30yqHHUKIB A0 NpOTUrpuOKOBHX mpemapariB gani npo MIK Moxyre OyTu iHTepmpeToBaHi 3
BUKOPHUCTAHHSM KPHUTEPIiB MEX YYTJIMBOCTI, BCTAHOBJICHUX €BPONECHCHKMM KOMITETOM 3 IHTaHb
TECTYBaHHS YyTJIMBOCTI 30yTHUKIB 710 TpoTUMiKpoOHHX 3aco0iB (EUCAST).

Mexi uyrnuBocti EUCAST

Buau Candida I'parnuni 3Hauerass MIK (mr/i)
< S (UytnuBuii) > R (Pe3ucreHTHHIA)

Candida albicans” 0,125 0,125
Candida tropicalis’ 0,125 0,125
Candida parapsilosis’ 0,125 0,125
Candida glabrata’ JI0Ka30Bi [JaHi HEOCTATHI
Candida krusei® Jlokxa30Bi 1aHi HETOCTATHI
Trnwi 6uou Candida® Jloxa30Bi 1aH1 HEOOCTATHI

! Itamu 3i sHavennsmu MIK, mwo MEePEBUIITYIOTh MEX1 YYTIUBOCTI (S), 3ycTpidaroThes piako adbo
PO HUX Ille He nmoBigoMisuiocs. [nentudikaiito Oyab-sIKOro 3 TaKMX 130JSTIB Ta TECTYBaHHS HOro
YYyTJIMBOCTI JI0 HNPOTHMIKpPOOHMX 3aco0iB HEOOX1IHO BHKOHAaTH MOBTOPHO, 1 y BHUHNAJKY
MIITBEP/HKEHHS PE3YJIbTATy 130T MOBUHEH OYTH HarpaBJeHUH 10 pedepeHTHOT TabopaTopii.

VY KIHIYHUX JOCTI/DKEHHSX BIJANOBIb Ha BOPHKOHA30JI Yy Tali€HTIB 3 1H(}eKuiaMmu,
cnpuunnennmu C. glabrata, 6yna Ha 21 % Hmx4oro nopisasHo 3 C. albicans, C. parapsilosis Ta C.
tropicalis. In vitro nani mpogeMoHCTpyBam He3HauHe 30UIbINeHHS pe3rcTtenTHOCTI C. glabrata mo
BOPUKOHA30IYy.

VY KIHIYHHX JOCTI/UKEHHSX BIJANOBIb Ha BOPHKOHA30JI Yy Tali€HTIB 3 iH(}eKuiaMu,
cnpuunnenumu C. Krusei, Oyma momioHoro mo Bigmosimi C. albicans, C. parapsilosis ta C.
tropicalis. Onnak, ockinbku s anamisy EUCAST Oysno mpoctymHo jwmiie 9 BHIAIKiB Takoi
iH(dexIii, Ha CHOTOMHINIHINA NIeHb HEJIOCTATHBO TOKA30BUX JAHWX I BCTAHOBJICHHS KIIHIYHHX
Mex ayTmBocTi s C. krusei.

* EUCAST He BCTAaHOBHB s BOPUKOHA30Jly MEX YYTJIUBOCTI, IO HE 3ajJekaTh BIJ BHUAY
30yaHUKA.




Kniniynuit 1ocBia

VY 11boMy pO3/iNTi YCHIIIHUM PEe3yabTaTOM BU3HAETHCS TTOBHA 200 YaCTKOBA BiAMOBIIb.

Ingpexuii, cnpuuuneni pisHumu eudamu Aspergillus — edeKTUBHICTh NpenapaTy Yy MaIll€HTIB 3
acIepriabo30M, SKi MaIOTh MOTaHi TPOTHO3H

Bopukonasoi in Vitro mpoaeMoHcTpyBaB GyHTIIKMIHY aKTHBHICTH IPOTH pisHKUX BuaiB Aspergillus.
EdexkTuBHICT Ta TMOKpalleHHS TOKA3HUKIB BIDKUBAHOCTI TPH 3aCTOCYBaHHI BOPUKOHA30IY
MOPIBHAHO 3 TpaaWIiiHUM amdoTepunHOM B y mepBUHHINA Teparii ToCcTporo iHBa3WBHOTO
acrepriipo3y Oyl MpOAEMOHCTPOBaHI y BIAKPUTOMY, PaHIOMI30BaHOMY, 0araToOIEHTPOBOMY
JOCITIJDKEHH] 3a y4acTio 277 MaIi€eHTiB 3 iMyHOACHIIUTOM, K OTPUMYBAJIHU JIIKYBaHHS MPOTATOM
12 TmwxHIB. BoprKoHa30 3aCTOCOBYBABCS BHYTPIIIHBOBEHHO, MIPU LIbOMY HAaBaHTA)KyBaJIbHA /1032
CTaHOBWJIA 6 MI/KI KOXHI 12 roauH mpoTaromM 24 roawH 3 MOJAJBIIOK MIATPHUMYIOUOIO 103010
4 mr/kr koxHI 12 roaMH mpoTAroM mioHaWMeHmne 7 mHiB. [licis 1MpOro JOmMycKaBcs Mepexia Ha
nepopajigbHe 3acTocyBaHHs 3aco0y y 1031 200 mMr koxHi 12 rogun. CepeaHsi TpUBAIICTD JIKYBaHHS
BOPUKOHA30JI0M IPU BHYTPIIIHBOBEHHOMY 3acTOCYBaHHI cTaHoBmwia 10 mquiB (mpu nianmasoni 2-85
nuiB). CepenHs TpUBAIICTh NEPOPaIbLHOrO 3aCTOCYBAaHHS BOPHUKOHA30Jy IIICIs 3aBEpLICHHS
BHYTPIIIHROBEHHOI Teparlii BOPUKOHA30JI0M cTaHOBWIIA 76 1HIB (TIipu Aiana3oHi 2-232 nHi).
3anoBinbHA T7I00aTbHA BIAMOBIAL (MTOBHE 200 YAaCTKOBE 3HUKHEHHS YCIX XapaKTEPHHUX CHMIITOMIB,
O3HaK, pamiorpagiyHuX/OpOHXOCKOMIYHUX  BIAXWICHb, HASBHUX HA BUXIIHOMY piBHI),
criocrepiranacs y 53 % mnaIi€eHriB, siKi 3aCTOCOBYBaJIM BOPHUKOHA30J, MOPIBHIHO 3 31 % maiieHTiB,
Akl mpuiimanu mpenapar nopiBHsAHHS. KoedimieHT 84-1eHHOI BHKMBAHOCTI MPHU 3aCTOCYBaHHI
BOPHUKOHA307y OyB CTaTUCTHUYHO 3HAYHO BUIIMM, HIXK IPU 3aCTOCYBaHHI Mpemnapary MOpiBHAHHS,
npu 1bOMY OyJIO MPOAEMOHCTPOBAHO KIIHIYHO 1 CTATHCTUYHO 3HAYYIIY IepeBary Ha KOPHUCTh
BOPHUKOHA30Jy SIK IIOJ0 Yacy JO0 JEeTalbHOTO BHUMAAKY, TaK 1 ILIOJI0 4Yacy A0 MPUIHUHEHHS
3aCTOCYBaHHS IpenapaTy 4epe3 TOKCUIHICTb.

Ie mocmimKeHHs MiATBEPAUIO PE3YyIbTaTU OJHOTO 3 MOMEPEIHIX MPOCIEKTUBHUX JIOCIHIIKEHb, SIKE
MPOJAEMOHCTPYBAJIO TIO3UTUBHUI pE3yJabTaT Yy TMAIl€HTIB, y SKUX IOTaHUH TpPOrHO3 OyB
oOymoOBNeHUH (aKTOpaMu pPU3UKY, BKIIOYAIOUM PEAKI[I0 «TpaHCIUIAHTAaT MPOTH Xa3siHa» Ta,
0co0mBoO, nepeOpasibHi iHGeKii (SKki 3a3BUYal CYNMPOBOKYIOThCs Maibke 100 % neTanmbHUMU
BHIIQ/IKaMH ).

JlocimipKeHHsT BKITIOYAIIO [iepeOpaibHui, CHHYCOBUH, JIETEHEBUI Ta TMCEMIHOBAaHHMH aclepriibo3 y
MAaIi€HTIB 3 TPAHCIJIAHTAII€I0 KICTKOBOTO MO3KY Ta COJIIHUX OpraHiB, 3JOSIKICHUMHU
3aXBOpPIOBaHHSAMU KpoBi, pakom ta CHI/I.

Kanauemis, 1o He CynpoBOIKYETHCSI HEUTPOTIECHIEIO

EdexTuBHICTD BOPUKOHA30JTy MOPIBHSIHO 31 CXEMOIO JIKyBaHHS ampoTepuiiiHoM B 3 mopanpimm
3aCTOCYBaHHSAM (PIIyKOHA30Jly IIPU NEPBUHHOMY JIIKYBaHHI KaHIuAeMii Oyjia MpoJeMOHCTpOBaHa y
BIJIKpDUTOMY MOPIBHSUIBHOMY JOCHIJDKEHHI. Y JociikeHHs Oyno BkiatoueHo 370 maiieHTiB 0e3
HelfTporeHii (BikoM Bifi 12 pokiB) 3 MIATBEPIKEHOI0 KaHAMJEMI€l0, 3 SKUX 248 3acTOCOBYBaIU
BOPUKOHA30J. Y 9 maIli€eHTIB 13 TPynu BOPUKOHA30Jly Ta y 5 3 rpynu amdotepuruHy B i3
MOJAIBIIMM 3aCTOCYBaHHSAM (DIyKOHA30y BiJ3HAyanacs MIKOJIOTIYHO MiATBEppKeHa 1H(EeKIis
rIMOOKNX TKaHUWH. [lalieHTH 3 HUPKOBOIO HEIOCTATHICTIO BUKJIIOYAIUCA 3 AOCHiIKeHHsA. B 000x
TepaneBTUYHUX Tpynax cepesHs TPUBAIICTh JKyBaHHs cTraHoBuia 15 naHiB. Ilpum mepBHHHOMY
aHaJli31 yCIIIHA BIANOBIAL oliHIOBaiacs Komicielo 3 KOHTPOJIIO JaHUX, U WIEHIB SIKOI
iH(pOopMallig 00 AOCTIIKYBAHOTO JIKApChKOro 3aco0y Oyna 3aMackoBaHa. YCIIIIIHA BiAMNOBIIL
BHU3Hauajacs K 3HUKHEHHS/3MEHILEHHS YCIX KIIHIYHUX O3HaK Ta CHUMNOTOMIB I1H(eKmii 3
epanukarieto Candida y xpoBi Ta iHpIKOBaHMX AUTTHKAX TIIMOOKMX TKAHUH 4epe3 12 THKHIB micis
3aBeplIeHHs JiKyBaHHs. [lamieHTH, K1 HE MPONIUIM OIIHKY Yepe3 12 THKHIB MICIiS 3aBEpILIECHHS
JKYBaHHS, BBOKAINCSA TaKUMH, 110 MOTEPIUIM TEPaNeBTUUHY HEBAady. Y IIbOMY aHaji3l yCHilllHa
BIAMOB1/Ib criocTepirayiaca y 41 % maiiieHTiB B 000X TepareBTHYHUX Tpymax.

VY BTOPHMHHOMY aHalli3i, B SKOMY 3aCTOCOBYBaJIUCS OLIHKA KOMicCii 3 KOHTPOJIO JaHUX HA OCTaHHIN
KOHTPOJbHUIM MOMEHT (3aBepIIeHHS JiKyBaHHS a00 2, 6 un 12 THXKHIB MiCJIA 3aBEpIICHHS Teparii)
MOKAa3HUKM YCHIIIHOT BIAMOBIAI MNpHU 3aCTOCYBaHHI BOPHUKOHA30Jly Ta CXEMH JIIKYBaHHS
amdporepuiuHoM B 13 mojanbmuM 3actocyBaHHSM (GuiykoHa3zony crtaHoBwiun 65 % Ta 71 %




BiANoBigHO. OLIHKY JOCTIIHUKAMH YCIIIIHOTO Pe3yibTaTy B KOXXKHHUH 3 KOHTPOJIBHUX MOMEHTIB
4yacy HaBEJICHO B HACTYITHIM Ta0OmuIi 1.

Tabmuns 1
MoMeHT yacy Bopukonazon Amdorepuniua B —
(N=248) ¢urykonazon (N=122)
Yac micns 3aBepUICHHS
JIKyBaHHS 178 (72 %) 88 (72 %)
Uepes 2 twxkHi micis 3J1 125 (50 %) 62 (51 %)
Yepes 6 TokHiB micis 3J1 104 (42 %) 55 (45 %)
Uepes 12 twxkniB micis 3J1 104 (42 %) 51 (42 %)

Tsoxki indexkitii, cnpuunHeni rpubkomM poay Candida, siki BayKKO Mi/UIal0ThCs JIIKYBAHHIO

VY nochimkeHHi Opanu ydacTh 55 MaIli€HTiB 3 TSDKKUMHU CUCTEMHHUMH 1H(EKLIisIMU, CIPHYNHEHUMHU
rpubkom Candida, sxi Bakko MiggaroThCs JiKyBaHHIO (y T. Y. KaHAMICMIS, JUCEMiHOBaHHM
KaHIM103 Ta 1HIII iHBa3sWMBHI KaHIWAO3M), Ta MIOAO SIKUX MOMEPEIHs MPOTHUTpHOKOBa Teparis,
30KkpeMa, (IyKOHA30JI0M, BUSBHJIACS Hee(PEKTUBHOIO. YCIIIIHA BIAMOBIAb Bia3Hadanmacs y 24
naiienTiB (y 15 — nmoBHa BiAmoBigb, y 9 — yactkosa). [Ipu mikyBanHi (paykoHa307I-pe3UCTEHTHUX
iH}eKil, CupuYMHeHUX TpuOKamM, 10 HE Hauexath n0 Buay albicans, ycmimmwuii pesynbrar
Bi3HauyaBcs y 3/3 marfienTiB 3 inpekuisvu, cipuunnerumu C. Krusei (moBHa BiAmoBiae) ta y 6/8
namieHTis 3 iHpekuismu, cnpuunHennmu C. glabrata (5 moBuux Bigmogizneit, 1 yactkoa). Kiiniuna
e(deKTUBHICTh MIATBEPKYBajgacs OOMEXKEHHMU JaHHUMH LIOJ0 YYTJIMBOCTI 30yAHHUKIB [0
MPOTUTPUOKOBHX TpENapaTis.

Inghexyii, cnpuuuneni sudamu Scedosporium Ta Fusarium

BopukoHa3oi npoieMOHCTPYBaB €(EeKTUBHICTD MIPOTH TAaKUX P1IKICHUX IPUOKOBHX MTaTOTCHIB:
Pi3ui Buau Scedosporium. VYcrmimiHa BiAMOBIIb HA JIIKyBaHHS BOPHUKOHA30JIOM criocTepiranacs y 16
3 28 mamieHtiB (6 moBHUX BiamoBimed, 10 yacTkoBuX) 3 iH(MEKLISAMH, CIPHYUHEHUMH S.
apiospermum, Ta y 2 i3 7 maimieHTiB (B 000X BHUIaJKax — YacTKOBa BIAMOBiIb) 3 iH(EKIiAMH,
cupuunaenumu S. prolificans. Kpim Toro, ycmimHa BianoBiap crocrepiranacs y 1 3 3 mamieHTiB 3
iH(DEeKIIIMH, COPUYMHCHHMH OUIbIe HIK OJHUM MIKPOOPTaHI3MOM, BKJIIOYAIOYU pPIi3HI BHJIH
Scedosporium.

Pi3ni Buau Fusarium. V 7 3 17 marmieHTiB JikyBaHHS BOPUKOHA30JI0M OyJ0 ycmimHUM (3 MOBHHX
B1MOBI/, 4 YaCTKOBUX). 3 UX 7 maifieHTiB y 3 Oyna nquceMiHoBaHa iHGeKIis oka, y 1 — iHdekis
CHUHYCOBUX Na3yx 1 y 3 — auceMmiHoBaHa iH(pekuis. Y pemtu 4 naiieHTiB 3 ¢y3apio3om Oyna
1H(eKis, CIpUYMHEHA KUTbKOMa MIKpOOpraHi3aMaMH, MU LbOMY Y 2 3 HUX BiJA3Ha4aBCs YCIIITHUI
pe3yibTar.

BinbuIicTh Mali€eHTIB, sIKI OTPUMYBAJIU BOPUKOHA30JI I JIIKYBaHHS MEpesliuYeHUX BUIIE PIAKICHUX
1H}eKIii, Many HeepeHOCUMICTh a00 MOraHo MiAJaBaucs MonepeiHiil NpoTUTpUOKOBIN Tepanii.
IlepBuHuHa mnpodurakThKa I1HBa3MBHUX TI'PUOKOBUX I1H(MEKIIH — e(QeKTHUBHICTH Ipenapary v
PELMITIEHTIB 3 TpaHCIUIaHTalli€lo remonoeTnyHux ctoBOypoBux kiitTuH (TT'CK) Ge3 momepenHboi
MHIITBEPDKEHOI 200 MOYKIINBOI 1HBa3UBHOI rprOkoBoi 1Hbeki (II'])

BopukoHa3oi1 mNOpiBHIOBAaBCS 3 ITPAaKOHA30J0M $K IepBUHHA NPOQIIAKTUKA Y BIIKPUTOMY
MOPIBHSUIBHOMY 0araTtolneHTpoBoMy aociijkeHH1 peuumieHTtiB amoreHHoi TI'CK nopocnoro Ta
MiJUTITKOBOTO BiKy 0e€3 momepenHboi miarBepmkeHoi abo moximBoi II'l. Yemix Bu3HayaBcs sk
3/1aTHICTh TMPOJOBXKYBATU NPOQIIAKTUYHE 3aCTOCYBAHHS JOCIIKYBAHOI'O JIKAapChbKOTo 3acoly
npotsirom 100 guiB micna TT'CK (6e3 nepepuBanb > 14 1HIB) Ta BH)KUBAHICTh 0€3 MiTBEPHKEHOT
a6o wmoxmmBoi II'T mporsrom 180 nguiB micist TI'CK. MonudikoBaHna mnomymsmis ycix
paHIOMI30BaHUX TMalieHTiB BkiIovana 465 penunientiB anorenHoi TI'CK, npuuomy 45 %
MaIi€HTIB MaJIM TOCTpUi MieaobmacTHui jieitko3 ('MJI).

3 ycix mauieHTiB 58 % miansaranu 3acTOCyBaHHIO MI€N0A0NaTUBHUX PEXHMMIB KOHAWIIOHYBAHHS.
[IpodinakTuyHe 3acTOCYBaHHS JOCHIKYBAHOTO JIIKAPCHKOIO 3aco0y MOYMHAIOCS OApa3y MICis
TI'CK: 224 namieHTH OTpuUMYBalIM BOpUKOHa30d 1 241 — irpakoHazon. CepeaHs TpUBATiCTh
Mpo(dTaKTUYHOTO 3aCTOCYBAHHS JIOCHIDKYBAaHOIO JIIKAPCBKOrO 3aco0y y momynsmii  BCiX
PaH/IOMi30BaHUX MAII€EHTIB CTaHOBMJIA 96 IHIB JUI1 BOPUKOHA30My 1 68 JHIB — AJIS ITPAaKOHA30ITY.
[Toxa3HMKM ycHiXy Ta i1HIII BTOPUHHI KIHIIEBI TOUKH MPEACTABICHO B TaOIuUIIi 2




Tabmums 2

Kinnesi Touku Bopukonazon| Irpakonazon Pi3Huns y KiapKoCTi 3HavYCHHS
JIOCIIDKEHHS N=224 N=241 ta 95 % nowipunit p
inTepBain (/1)
Ycnix Ha 180-if nenp* 109 (48,7 %) 80 (33,2 %) 16,4 % (7,7 %, 25,1 %)** | 0,0002**

* IlepBUHHA KiHIIEBA TOYKA JTOCIiPKSHHS.
** Pisnng y kinbkocti, 95 % /I Ta 3HaYeHHs p, OTpUMaHi Micis MONPaBKX Ha paHI0Mi3alilo.

VY tabnuni 3 HaBeneHo yacToTy BUHUKHEHHS HOBUX II'T 10 180-T0 nHS Ta nMepBUHHY KiHIIEBY TOYKY
NocHipkeHHss y BuUDsini ycmixy Ha 180-if nens y mamientiB 3 I'MJI Ta wmienoaGnaTuBHUMHU
peXuMaMy KOHJIUIIIOHYBaHHS BIATIOBIAHO

Tabmuus 3
I'™MJI
Kinuesi Touku Bopukonason ITpakonazon Pi3HuIA y KUTBKOCTI T2
JOCITI JUKCHHS (N=98) (N=109) 95 % nosipunii inTepsai ([I)
Hogi IT'l — 180-ii nenp 1 (1,0 %) 2 (1,8 %) -0,8 % (-4,0 %, 2,4 %)**
Ycnix Ha 180-i neHp* 55 (56,1 %) 45 (41,3 %) 14,7 % (1,7 %, 27,7 %)***

* TlepBuHHA KiHIIEBA TOYKA JOCIIIKSHHSI.
** Tlpm 3acTocyBaHHI JOMYCTUMOI MeXi Y 5 % NEMOHCTPYEThCS HE HUKYA €(DEKTHBHICTb.
*#%* Pi3Huug y KigbkocTi, 95 % I, oTpuMaHi micis monpaBKy HA paHIOMI3aLilo.

MienoabnaTuBHI PeKUMU KOHIUIIOHYBAaHHS

Kinnesi Touxu Bopukonazon ITpakonazon Pi3HuIs y KUTBKOCTI T2

JOCITI JKCHHS (N=125) (N=143) 95 % noBipunii inTepai (J]):
Hogi IT'l — 180-ii neHn 2 (1,6 %) 3 (2,1 %) -0,5 % (-3,7 %, 2,7 %)**
Yenix Ha 180-i1 nenp™* 70 (56,0 %) 53 (37,1 %) 20,1% (8,5 %, 31,7 %)***

* JlepBuHHA KiHIIEBa TOYKA JOCIIHKEHHS.
** Jlpu 3acTocyBaHHI ZOIMyCTUMOI MeXi Y 5 % NEMOHCTPYETbCS HE HIDKYA €()eKTUBHICTb.
**% PisHMIA y KUTBKOCTI, 95 % JI1, oTprMaHi miciis MONpaBKy Ha paHIoMi3alliio.
Bropunna mpodinaktuka II'T — edekrtuBHicts y penunientis  TI'CK 3
IMATBEPDKEHOI0 200 MokinBoo IT'1
3acTocyBaHHS BOPHKOHA30Jy JJIsi BTOPUMHHOI MNPO(ITAKTUKHA BUBYAJIOCA Y BIIKPUTOMY
HEMOPIBHSUILHOMY 0araTOLIEHTPOBOMY JOCIHIPKEHH1 Jopociux peuunieHTtiB amoreHHoi TI'CK 3
MOTIEePETHBOI0 MiATBEpKEeHO0 ab0 MoxunBoro II']. TIepBHHHOIO KiHIIEBOIO TOYKOIO Oyna 4yacToTra
BUHUKHEHHs NiATBeppkeHol abo MoxkiauBoi II'T mporsarom nepuoro poky micins TI'CK. Ionmynsmis
yCIX paH/J0Mi30BaHUX MalieHTiB BKitoyana 40 ocib i3 nonepenusoro 1I'l, y Tomy uncni 31 ocoba — 3
acnepruibozoMm, 5 — 3 ka"augo3oM 1 4 — 3 iHmmMH II'l. Cepennst TpuBamicTh 3acTOCYBaHHS
JOCIHIJKYBAHOTO JIIKAPCBKOTO 3aco0y A NpoQUIAKTUKM Yy MONYJsAMii BCIX pPaHIOMI30BaHMX
MaIi€HTiB CTaHOBUJA 95,5 MHIB.
[TinTBepmxeni abo moxmusi II'l Bunukmu y 7,5 % (3/40) naiieHTiB MPOTITOM MEPIIOro POKY IMicIs
TI'CK, y ToMmy uncnai 1 Bunagok kanauaemii, | BUmaaox creaocnopiosy (B 000X BUMAIKax PEeLUIUB
nonepenuboi II'T) 1 ogun Bunangok 3uromiko3dy. KoeoimieHt BuxkuBaHocti Ha 180-i 1eHb cTaHOBUB
80,0 % (32/40), a piunnii nokazuuk — 70,0 % (28/40).
TpuBamnicTh JiKyBaHHS
VY xoni KIHIYHUX JociikeHb 705 MalieHTiB 3aCTOCOBYBAJIM BOPHUKOHA30JI MPOTSIroM mHoHazm 12
TIXKHIB, 3 HUX 164 maiieHTH 3aCTOCOBYBAJIM IIpemnapar moHas 6 MicsIliB.

iTH
61 mamienT y Bimi Big 9 micsauiB A0 15 pokis, 1o MaB miaTBepakeHi abo moxiusi II'l, orpumysas
TiKyBaHHSI BOpUKOHa3zomoM. Jlo miei kareropii Hanmexanu 34 mamieHTH BikoM Bix 2 10 12 pokiB Ta
20 mamieHTiB BikoMm 12-15 pokis.
VY Oinbmocti mamieHTiB (57/61) momepeaHs NpoTUrpuOKOBa Tepamis He Jana pe3yJbTarTiB.
TepameBTUYHI JOCHIDKEHHS BKIIOYAIW S5 marieHTiB BikoMm 12-15 pokiB, pemTa TMalli€HTIB
OTpPUMYBAJIM BOPUKOHA30J1 y pamMKax OaroiifHO-I0CIITHUIBKUX IPOTrpaM 3acTOCYBaHHS 3aco0y.
OCHOBHMMHM 3aXBOPIOBAHHSMM Y IUMX TMalll€HTIB OyJIu 3JI0SKICHI 3aXBOPIOBaHHS KpoBi (27

IonCpCaAHbOIO




MAIiEHTIB) Ta XpOoHIYHWHA rpaHynemaro3 (14 mnamientiB). HalOunbin mommpeHO TpuOKOBOIO
iHdekiiero 0yB acneprinbo3 (43/61; 70 %).

KniHiuHi TOCHiIKeHHs], Y IKUX OIliHIOBaBcs iHTepBait QTc

J1y1s1 OLIHKY BIUTMBY JTOCHIIHKX 3ac00iB Ha iHTepBai QT 310poBUX J0OPOBOJIBIIIB OYII0 MPOBEACHO
1a1e00-KOHTPOJIBOBAHE, PAHIOMI30BaHE MEPEXPECHE JOCHIDKEHHS 13 pa3OBUM 3aCTOCYBAaHHSIM
JOCTIPKYBAHOTO TpernapaTry. Y XOAl JOCHIKEHHsI 3aCTOCOBYBAJUCS 3 03U BOPUKOHA30Jly Ta
KETOKOHA30J1y nepopaibHo. CKOpUTroBaHe BiIHOCHO IJIAie00 CepeHe MAaKCUMAallbHE TOJAO0BKECHHS
inTepBany QTc mopiBHIHO 3 MOYATKOBUM piBHEM cTaHOBMWIIO 5,1, 4,8 Ta 8,2 Mc micis 3acTOCyBaHHS
800, 1200 ta 1600 mr BopukoHa3ony BigmoBimHo Ta 7,0 Mc micis 3acrtocyBanHs 800 Mr
KETOKOHA30J1y. Y JKOJHOIO y4acHHKa JOCHIJKEHHs 1moAoBxkeHHs iHTepBany QTc He mocsarmo > 60
MC BIJTHOCHO BUXiTHOTO piBHA. [lepeBuiieHHs] MOTEHIIHHO KIIIHIYHO 3Ha4ymoro mopora 500 mc y
KOJTHOTO YYaCHHUKA TOCIPKEHHS HE CIIOCTEPIiraiocs.

Dapmaxokinemuxa.

3aranbHi papMakOKIHETUYHI XapaKTEPUCTUKU

dapMaKkOKiHETHKAa BOPHUKOHA30Jly BH3HAUanacs Yy 3/J0pOBUX JOOPOBOJIBIIB, IPEICTABHUKIB
OKpEeMHUX TPyH Talli€eHTIB Ta XBOopux oci0. [Ipu mepopanpbHOMY 3acTOCYBaHHI Ipenapary y 103l
200 mr a6o 300 mr nBiui Ha 700y mpoTsrom 14 AHIB y Mali€HTIB 3 PU3UKOM aclepriibo3y
(mepeBa)XHO y MAII€HTIB 31 3MOSIKICHUMU HOBOYTBOPEHHSMHU JIMGATHYHUX a00 TeMOMOETHYHUX
TKaHWH) (apMaKOKIHETHYHI XapaKTEpPUCTHUKU TOJSATalM Yy IOBUAKIM Ta cTiikid abcopOmii,
aKyMyJISIii Ta HeNiHiWHIA (apMaKOKIHETHIIl Ta y3rOJKyBaJuCs 3 pe3ylbTaTaMH, OTPUMAHUMHU Y
3JI0pPOBUX JIOOPOBOJIBIIIB.

dapMakoKiHETHKa BOPUKOHA30JIy HE € JIHIIHOI 4Yepe3 IHTEHCUBHICTh KHOro Merabomizmy. [Ipu
30UIBIICHH] /103U CIOCTEPIraeThecsl OUIbIIe, HiXK MPOMOPIIiHEe, MiJBUIIEHHS €KCHOo3uMii. 3TiHo 3
OLIIHKaMH, Y CepeHbOMY 301UIbIIeHHS nepopanbHoi Ao3u 3 200 Mr nBiui Ha 100y no 300 Mr nBiui
Ha 100y crnipuuunnsie 2,5-pa3ose miasuiienns excrnosuiii (AUCT). Tlepopanbha miaTpuMyroda 103a
200 mr (a6o 100 Mr pms mamieHTiB 3 Macor Tinma Menme 40 kr) 3abe3nedye eKCHO3UII0
BOPHKOHA30J1y, MOAIOHY 10 eKCIO3WIIii, SKa OCSTaeThCs TMPH 3aCTOCYBaHHI 103U 3 MI/KT
BHyTpilmHb0oBeHHO. [lepopanbhna miarpumyroua no3a 300 mr (ab6o 150 Mr mJig maiieHTiB 3 Macoro
Tina menme 40 kr) 3a0e3nedye Taky camy eKCIIO3UIIII0, K 1032 4 MI/KT U BHYTPIITHHOBEHHOMY
3actocyBaHHi. [Ipu 3acTocyBaHHI pPEKOMEHJOBAHHUX BHYTPIIIHBOBEHHUX a00 MepOpaTbHHUX
HABaHTAXYBAJIBHUX 7103 KOHLIEHTpAIlisl IpenapaTy B IUIa3Mi KpoBi, HAOJIMKEHa 10 PIBHOBAXKHOTO
CTaHy, JOCATAETHCS MPOTATOM MNepUIMX 24 TOoAWH micis npuiloMy 103u. be3 HaBaHTaxyBanbHOI
703U aKyMYJISILisl BIJOYBa€ThCS MPOTArOM 0araTopa3oBOr0 3aCTOCYBaHHS J03 Mpenapary JBidul Ha
100y, NMpH LbOMY pIBHOB@)XHA KOHLIEHTpAIlisl BOPHUKOHA30Jly B IUIa3Mi KpOBI y OUIBIIOCTI
JOCIIJKYBAHHX JIOCSTAETHCS 10 6-TO JTHS.

besneyna TpuBadiCTh 3aCTOCYBaHHS TIAPOKCHUIIPONUIOETaeKCy y JIOJUHM CTaHOBUTH JIMINE
21 nenb (250 Mr/xr/no0y).

Abcopbitis

[Ticas mepopalibHOTO 3aCTOCYBAaHHS BOPMKOHA30JI IIBUJKO Ta Mai’Ke MOBHICTIO aOCOpOyeThCs, pu
IIbOMY MaKCUMaJlbHa KOHIIEHTpawis y 1ia3mi KpoBi (Cmax) ocAraeTsest yepe3 1-2 roaumHu micns
npuiiomy 103u. AOCOIIOTHA O10JOCTYIMHICTh BOPUKOHA30JIy MICHSI MEPOPATBHOTO 3aCTOCYBAHHS
cTaHoBUTh 96 %. [Ipu GararopazoBoMy 3aCTOCYBaHHI BOPHUKOHA30Jy 3 1KEIO 3 BUCOKMM BMICTOM
#upiB Cmax Ta AUCt 3HmkyBamucs Ha 34 % Tta 24 % BigmosigHo. 3minu pH y nmiyHKy He
BILJTUBAIOTH Ha a0COPOIIit0 BOPUKOHA30TY.

Poznoain

O6’eM po3MOJTy BOPHKOHA30JIy B PIBHOBRXHOMY CTaHI CTAHOBUTH 4,6 JI/KT, IO CBIAYUTH IPO
MOro MUPOKUM pO3MOALT y TKAaHUHAX. 3B’ A3yBaHHs 3 OUIKaMU IJIa3MU KpOB1 CTaHOBUTH 58 %.
3pa3ku CIMHHOMO3KOBOI pIJMHM, OTpUMaHi y 8 Mali€HTiB, IO Opajud ydacTb y Hporpami
Os1aroJitHO-0CTIAHUIIBKOTO 3aCTOCYBaHHS IpenapaTy, MpOJEMOHCTPYBaM, IO Y BCIX 3pa3Kax
BHU3HAYaIOThCsl KOHIIEHTPAL[il BOPHKOHA30ITY.

Metabomnizm

JocmipkeHHss in Vitr0  mpojeMOHCTpYBaJid, IO BOPHKOHA30J7 MeTabOoMNi3yeThcss B TEYIHII
130pepmentamu uroxpomy P450 — CYP2C19, CYP2C9 ta CYP3A4.




Bopuxonazon XapaKTepU3y€eThCs BHCOKOIO MDKIHIUBITYaJIbHOIO BapiabeNbHICTIO
(hapMaKOKiHETHUKH.
VY pocnmimkeHHsx N Vivo Oymo upoaemonctpoBano, mo CYP2C19 Bimirpae 3Ha4Hy poib y
MeTaboii3Mi  BopukoHa3oimy. Llei ¢depMeHT XapaKTepU3YeThCS TEHETHUYHUM TOJIMOPQi3MOM.
Hanpukmnan, MoxHa odikyBatu, mo 15-20 % marieHTiB a31aTChKOTO TOXOHKCHHS Oy/ie BJIIACTUBUN
HOBUIBHUIM MeTabo:i3M 11boro npenapary. Cepen npeicTaBHUKIB €BPOIEOIAHOT Ta HETPOiJHOI pacu
KUIBKICTh 0Ci0 3 MOBUIBHUM METa00JIi3MOM CTaHOBUTH 3-5 %. JlocmipkeHHs, POBE/ICHI 3a Y4acTIO
3JI0pOBHUX J1OOPOBOJIBIIIB €BPOIEOIHOI pacu Ta SMOHLIB, MPOJEMOHCTPYBAIM, 10 Y «IIOBUIBHUX
MeTabomizaTopiB» excrnosuuis BopukoHazony (AUCr) B cepennboMy B 4 pasu BHINA, HIK Y
TOMO3UTOTHUX  «IIBHJIKUX  MeTabomi3aTopiB»  BOPUKOHA30Jy. [ €TepO3WUTroTHI  «IIBHIKI
MeTaboJIi3aTOPH» MAOTh B CEPEIHBOMY BBl BHIIYy €KCIIO3HIIII0 BOPUKOHA30ITY, HI)K TOMO3UTOTHI
«IIBHJIKI META0O0JI13aTOPU».
l'onoBHEM MeTaboMITOM BOPUKOHA307y € N-OKCHZA, IO CTaHOBUTH 72 % BiI yCi€l KITBKOCTI
MIYEHUX PaJiI0aKTHBHUM 130TOTIOM MeETa0OMITIB, SKI HIUPKYIIOITh y TuiasMmi. Llelr merabosit
XapaKTepU3y€EThCSI MIHIMAJIBHOIO MPOTUTPUOKOBOIO AKTHUBHICTIO Ta HE BIUIMBAE Ha 3arajbHy
€(heKTUBHICTh BOPUKOHA30JTY.
Eniminaris
Bopukona3on BHUBOAWTBCS 3 OpraHi3My MLUISIXOM IE4iHKOBOIO MeTaboii3My, MeHm Hik 2 %
3aCTOCOBAHOI 103U BUBOAMTHCS 13 CEUCIO0 B HE3MIHEHOMY BHTJISAII.
[Ipy BHKOpPHCTAaHHI MIYEHOIO pa/Ji0aKTUBHMM 130TOIIOM BOPHKOHA30Jly B C€4Yl BHM3HAYAETHCA
npubmmszHo 80 % pamioaKTHBHOCTI Micisi 0araTopa3oBOTO BHYTPIIIHBOBEHHOTO 3aCTOCYBAHHS
npenapary Ta 83 % — micias 0Oararopa3oBOro IEepoOpajibHOTO 3aCTOCYBaHHA. binbla yacTHHA
(> 94 %) pamioakTUBHHX PEYOBHH BUBOJMTHCS 3 OpPraHi3My MPOTArOM MEepHIuX 96 rofauH K Micis
NIePOPAIBHOT0, TaK 1 MiCJsl BHYTPIIIHBOBEHHOT'O 3aCTOCYBaHHS IIpenapary.
[lepion HamiBBHBENEHHS BOPHKOHA30Jly Yy KIHIEBIH a3l emiMiHamii 3aJeXuTh BiJg J03M Ta
CTaHOBHUTH MPHONM3HO 6 TOAMH Iicis nepopainbHOro 3acrocyBaHHs 200 mMr mpemapary. Uepes
HENiHIHHY (PapMaKOKIHETHKY Iepioj HaIlliBBUBEJCHHS Y KiHIEBiH (a3l He BUKOPUCTOBYETHCS IS
OLIIHKH aKyMYyJIsii a0o enimMiHaIlii BOPUKOHA30IY.
dapMaKOKiHETHKA Y OKPEMHX TpyIaxX MaIli€HTiB
Cratp
VY JocmiKeHHI 13 3aCTOCYBaHHSAM 0araTopa3oBUX NepopanbHuX 103 npenapary Cmax Ta AUCT y
3JI0POBHUX MOJIOJIUX XIHOK Oyinu, BiAnmoBiaHO, Ha 83 % Ta 113 % BuIe, HIX Y 340pOBUX MOJIOIUX
4os10BiKiB (18-45 pokiB). Y ToMy camomy AOCHII)KEHHI HE OyJ0 BUABIEHO 3HA4YHOI pi3HULI Y Cax
ta AUCT MiX 310pOBUMHM YOJIOBIKaMH JITHBOTO BIKY Ta 3J0pOBUMHM KIHKaMH JIITHBOTO BIKYy (= 65
POKIB).
VY KIIHIYHUX JOCTIJDKEHHSAX He 3/1HCHIOBANOCS KOPUIYBAaHHS /103U 3aliexxHO BiJ craTi. IIpodins
0e3neky Ta KOHLIEHTpallis Mpenapary B IUIa3Mi KpoBl Oyl MOJIOHMMH Yy YOJIOBIKIB Ta IHOK.
OTxe, HeMae MOTpeOu y KOPUTYBaHHI JJO3M IIpernapaTy 3ajeKHO BiJ] CTaTi.
JlarieHTH JITHBOTO BIKY
VY 1ocmiKeHH1 13 3aCTOCYBAaHHAM 0araTopa3oBHX MepopaibHUX A03 mpenapary Cmax Ta AUCT y
3I0POBUX YOJIOBIKIB JITHROOTO BIKY (> 65 pokiB) Oyiu, BiAnoBiaHo, Ha 61 % Ta 86 % BuIe, HIXK ¥
310pOoBUX MosIoAuX 4onoBikiB (18-45 pokiB). He O6ymno BusiBiaeHo 3HayHOiI pi3HUII Y Crnax Ta AUCT
MIX 3/I0pPOBHMH JKIHKaMHU JIITHBOTO BIKY (= 65 pOKIB) Ta 3J0pOBUMH MOJIOAWMH KiHKamu (18-45
POKIB).
VY TepameBTHMUHUX AOCTIDKEHHSIX HE 3I1MCHIOBAJIOCS KOPUTYBAHHS JI03U 3aJIEKHO BIJ BIKY.
CrocrepiraBcst 3B’SI30K MDK KOHLEHTpali€lo B Iuta3mi KpoBi Ta BikoMm. IIpodins OGe3nexu
BOPHUKOHA30Jly Y MOJIOJIMX NAI[IEHTIB 1 MAIl€HTIB JITHHOIO BIKYy OyB MOAIOHUM, OTXKe, Hemae
noTpeOu B KOPUTYBaHHI1 1031 Malli€HTaM JITHBOTO BIKY.

iITH
PexomeH10BaH1 1034 JUIs MALIEHTIB JUTAYOTO Ta MiUTITKOBOTO BiKy 0a3yl0ThCs Ha MOMYJISIHHOMY
(hapMaKOKIHETUYHOMY aHali31 JaHUX, OTpUMaHuX y 112 miteit 3 iMmyHOaedIIUTOM BIKOM BiA 2 10
12 pokiB Ta 26 miutiTkiB BikoM BiJ 12 1o 17 pokiB. Y xoai 3 ¢papMaKkOKiHETUYHHUX JOCITIJKEHb 3a
y4acTIO JITel oliHIoBaUCS O6araTopa3oBi BHYTPIIIHBOBEHHI 103U Y 3, 4, 6, 7 Ta 8 MI/Kr JBi4l Ha
100y Ta 6araTopasoBi epopajbHi 103U (i3 3aCTOCYBaHHAM MOPOIIKY JJIS IEPOPATBHUX CYCIEH31il)




4 mr/xr, 6 mr/kr ta 200 mr 1Biui Ha 700y. B onHOMY apMaKkOKiHETUHYHOMY AOCIHIHKEHHI 32 Y4acTIO
MIJUTITKIB OI[IHIOBAIKCS BHYTPIIIHHOBEHHI HaBaHTAXYBAJIbHI 703U Y 6 MI/KT nBivi Ha 100y B 1-it
JeHb 3 TMOJAAJBIIUM BHYTPIIIHPOBEHHUM 3aCTOCYBaHHSIM J03W 4 MI/Kr [Bi4i Ha 100y Ta
nepopajibHuM npuiioMom Tabnetok 300 Mr aBiui Ha A00y. [IopiBHSIHO 3 TOPOCIMMU, Yy TAIIEHTIB
JIUTAYOTO BIKY criocTepiranacs OibIl 3HaYHA MIKIHIMBITyaabHa BapiaOeNbHICTh.

[TopiBHAHHS (hapMaKOKIHETHYHUX JaHUX Y JITed Ta JIOPOCIMX CBITYUTH, IO IMPOTHO30BAaHA
3aranpHa exkcrio3uiiss (AUCrT) y miteid micis 3acToCcyBaHHS BHYTPIIIHBOBEHHOI HaBAaHTAXKYBaJIbHOT
031 9 Mr/kr Oyna TOPIBHSHHOIO 3 E€KCIIO3MIEI Yy JOPOCIUX IMAIEHTIB ICIS 3aCTOCYBaHHS
BHYTPIIIHBOBEHHOI HAaBAaHTAXKYBaJIbHOI 103U 6 Mr/Kr. [IporHozoBaHa 3arajibHa €KCIO3MIIS y ATl
IiCIsE BHYTPIITHROBEHHOTO 3aCTOCYBAaHHS MIATPUMYIOUMX 1103 4 Ta 8§ MI/Kr 1BiUi Ha a00y Oyma
MOPIBHSHHOIO 3 EKCIIO3MIIEI0 y JOPOCIMX Ticis BHYTPIIIHHOBEHHOTO 3aCTOCYBaHHS 103 3 Ta
4 mr/kr  aBiui Ha g00y BigmoBigHO. I[IporHo3oBaHa 3aranbHa €KCHO3MINSA Yy JITEH TICIs
3aCTOCYBAaHHS MEPOPATBHOT MIATPUMYIOUOi 103U 9 Mr/kr (Makcumym 350 mr) nBiui Ha 100y Oyna
MOPIBHSIHHOIO 3 €KCMO3UIIEI0 Y AOPOCINX Micis 3acTocyBaHHs a03u 200 Mr nepopaibHO ABiYi Ha
n00y. Ilpu BHYTpIIIHBOBEHHOMY BBEAEHHI /103U 8 MI/KI' €KCIO3HMIlis BOPUKOHA30Jy MPUOIU3HO
BJIBI4i BHIIIA, HDK ITPH 3aCTOCYBaHH1 J03U 9 MI/KT IepOpajibHO.

binbm BHcOKa BHYTPIIIHBOBEHHA MIATPUMYIOYA J103a JUIS JiTed MOPIBHAHO 3 JIOPOCIHMH,
MOB’si3aHA 3 BHILIOKO ENIMIHALIIMHOIO 3/IaTHICTIO y JiTel 4Yepe3 Ouiblle CHiBBIAHOUICHHS MacH
MEYIHKM Ta 3arajbHOi Macu Tina. [IpoTe 6i040CTYIHICTH MPU MEPOPATHLHOMY 3aCTOCYBaHHI MOXKE
OyTH 0OMEXEHOIO Yy MAII€HTIB JUTSIYOTO BIKY 3 MallbaOCOPOIII€I0 Ta AyKe€ HU3BKOIO JUISl CBOTO BIKY
Macolo TiIa. Y TaKOMY BHITQJIKy PEKOMEHIYETHCS BHYTPIITHHOBEHHE 3aCTOCYBAHHS BOPHKOHA3OITY.
Excrio3uilis BOPHKOHA307y Yy OUIBIIOCTI MAIlEHTIB MiAJIITKOBOTO BiKy Oyla MOPIBHSIHHOIO 3
EKCITO3UIIIEI0 Y JIOPOCIUX, SIKI BUKOPHUCTOBYBAJIM TaKi cami cxeMHu ao3yBaHHs. [Ipore y neskux
MOJIOAIIUX MITITKIB 3 HU3bKOIO MAacol TiJla CIocTepiraigacs HIK4Ya €KCIIO3HUIlis BOPHUKOHA30IY
MOPIBHSIHO 3 TIOPOCIUMHU. IMOBIpHO, Y TAKUX MAIIEHTIB METa00JIi3M BOPUKOHA30JTy BiIOYBAETHCS SIK
y AUTSYOMY OpraHi3Mi, a He SIK B OpraHi3mi HiUIiTKiB abo Aopociux Jitojel. BpaxoByroun nani
MOMYJISAIHHOTO (hapMaKOKIHETHYHOTO aHalizy, 12-14-piyHuM mijuriTkKaM 3 Macorw Tiza meHmie 50
KT CJIiJl 3aCTOCOBYBATH TUTSAY1 J103H.

Hopymends GyHKIUT HUPOK

Y nmnaimieHTiB 3 MNOpYyIIEHHAM (QYHKIIT HUPOK CEepeqHhOro abo TSKKOro CTymeHs (piBeHb
CHpPOBATKOBOTO KpeaTHHiHy > 2,5 Mr/mi) BinOyBa€eThCs akyMyJIALis T1IPOKCUTIPOTIIIOETaICKCY.

Y  namieHTiB 3 HOPM@JIbHOI  (YHKIIE€H  HUPOK  (AapMaKOKIHETHUHHH  Tpodiib
TAPOKCUIPONIIOETaIeKCy, 0 BXOAUTH J0 CKJIATy BOPHUKOHA30Iy, XapaKTePU3YEThCSI KOPOTKUM
nepiofioM HamiBBUBeAeHHS (1-2 roauHM) Ta BIJCYTHICTIO aKyMyJsLii Micias IOCIiAOBHOTO
3aCTOCYBaHHS JIO0OBUX /103. Y 370pOBUX JOOPOBOJIBIIIB JOCTIIKEHb Ta B TMAII€HTIB 13 HUPKOBOIO
HEJOCTaTHICTIO  OyIb-KOTO  CTYyNeHs  TsDKKocTi — Oimbmia  vactuHa (> 85%)  goswm
ripokcunponiinoeraaekcy y (8 r) BUBOIUTHCSA 13 cedero. Y 0ci0 3 JIETKUM, CEpPEelHIM Ta TIKKUM
CTyIEHEM MOpYILIeHHs (YyHKIIIT HUPOK Mepioj HalliBBUBECHHS MEPEBUIIYBaB HOPMaJIbHI 3HAUCHHS
npuOaN3HO y 2, 4 Ta 6 pa3iB BIAMOBIAHO. Y TaKMUX MAlllEHTIB MOCHIIIOBHI 1HPY311 MOXKYTh IPU3BECTU
70 aKyMYJIOBaHHS TIIPOKCUIIPONUIOETaJeKCY aX JI0 JOCSATHEHHS pPIBHOBAXXHOIO CTaHY.
INppokcunponinbeTanekc BHUBOJIUTHCA 3 OpraHi3aMy I@pHU TremMojiani3di, HOpU LbOMY KIIPEHC
CTaHOBUTH 37,5424 Mi1/XB.

IopymeHust dyHKINT IEYIHKHA

ITicnsa pazoBoi nepopaibHoi 031 (200 mr) AUC 6yna Ha 233 % BUILOIO y MAlLli€HTIB 3 JIETKUM a00
CepelHIM CTyIneHeM upo3y medinku (kimacu A 1 B 3a kmacudikarmiero Yannaa-11’10) mopiBHSIHO 3
JTOOPOBOJIBISIMU JTOCITIIKEHb 3 HOPMANIbHOIO (hyHKI€0 neuinku. [lopymenns QyHKIil nedinku He
BIUIMBAJIO HA 3B’ SA3yBaHHS BOPUKOHA30JY 3 OLTKaMHu.

VY nocnimkeHHi 6aratopazoBux nepopanbHux 103 AUCT Oyna 0HAaKOBOIO y MAIIEHTIB 3 IIUPO30OM
MEeYiHKK cepeaHboro crymneHs (kimac B 3a kimacudikamiero Yaitnga-II'0) mpu 3actocyBaHHI
niarpumytodoi no3u 100 mr naBiui Ha 700y Ta y A0OpPOBONBLIB JOCTIKEHb 3 HOPMAaJbHOIO
¢dbyHKII€O MedyiHKK npu 3actocyBaHHl A03u 200 Mr aBivi Ha 100y. dapMakOKIHETUYHUX JaHUX
IIOJI0 TAIlIEHTIB 3 MUPO30M MEUIHKH TSKKOTo crymneHs (kiac C 3a knacudikamiero Yaitnga-I1°10)
HEMae.




KuiniuHi xapakTepucTuKku.

Ilokazanns.

BopukoHa3zon — mnpoTUrpuOKOBHH 3aci0 IIMPOKOrO CHEKTpa Jii TPymud TPUA30IiB, MIO0
MIPU3HAYAETHCS JOPOCIIMM Ta JIITSIM BIKOM BiJ 2 POKIB IS JIIKYBaHHS:

— IHBA3MBHOT'O aCIEPriIbo3Yy;

— KaHAMJEMii, 0 HEe CYIPOBOIKYETHCS HEUTPOIICHIEIO;

— PE3UCTEHTHHX J10 (IIYKOHA30y TSHKKUX 1HBA3UBHUX 1H(EKIH, CIPUUMHEHUX 30yTHUKAMH BUIY
Candida (Bxmrouarouu C. krusei);

— TSOKKHX TPUOKOBUX 1H(DEKIiH, cipuuMHeHuX 30y nHrKaMu BIIiB Scedosporium ta Fusarium.
BopukoHa3on ciijr 3acTOCOBYBaTH, Y EpIly Yepry, MaieHTaM 3 IporpecyounMu iH(EKLiIMH, 110
MOTEHI[IIHO 3arpOXKYIOTh JKUTTIO.

[Ipenapar mnpu3HAYCHUH TakoX I TPO(UIAKTUKA 1HBA3MBHUX T'PUOKOBUX 1HQEKIIH mpH
QJIOTEHHIH TpaHCIUIaHTAIlll TEMOMIOETUYHUX CTOBOYPOBHUX KIIITHH Y PELUIIEHTIB 13 TPYIH BUCOKOTO
PH3HKY.

Ilpomunokazanns.

[TigBuIieHa Yy TIAUBICTH 10 IFOY0T pEYOBHHH a00 10 OY/b-SKO1 3 JOMOMIKHHUX PEYOBHH IMpEmapary.
Opnovacue 3actocyBaHHs 31 cyocTparamu CYP3A4 (tepdenaguHom, acTeMi30i0M, HU3AMPUIOM,
MIMO3UJOM Ta XIHITUHOM), OCKUIBKH TMPH I[OMY 30LIBIIYETHCS KOHIEHTpAIliS 3a3HAYCHHX
JKapChKUX 3aCc00IB y MIa3Mi, 110 MOKE€ MPHU3BECTU 10 MOJ0BKeHHs iHTepBany QTc, a y nesakux
BUMAJKaX — JI0 MUIYHOYKOBOI Taxikapnii Tumy «mipyer» (amB. po3nin «Bzaemomis 3 iHIIMMHU
JKapChbKUMHM 3aC00aMH Ta 1HIII BUJIA B3aEMOII).

OpHoYacHe 3acTOCyBaHHS 3 pUpaMIIIIUHOM, KapOamaszenmiHoM Ta GeHoO0apOiTaIoM, OCKUIBKH IIi
JKapCchKi 3ac00M MOXYTh 3HAYHO 3HU3UTH KOHIIEHTPAII0 BOPUKOHA30JIy Y IJIa3Mi (IUB. pO3IiNI
«B3aemois 3 IHIIUMU JIIKAPCHKUMH 3aCO0aMHM Ta 1HIII BHIN B3aEMOIIN»).

OpHoYyacHe 3aCTOCYBaHHS CTaHAAPTHUX 103 BOpHKOHa3omy 3 edasipensom y no3i 400 mr abo
oumeme 1 pa3 Ha M00y, OCKUIBKM MPHU TakKWX J03ax edaBipeH3 3HAYHO 3HUXKYE KOHIICHTPAIIIIO
BOPHUKOHA30J1y Y IJ1a3Mi KpOBi 3J0POBHUX JOOPOBOJIBIIB JOCTiKeHb. BopukoHa30i1, y CBOIO 4yepry,
3HAYHO ITJIBUIIYE KOHIICHTpaLilo edaBipeH3y y mia3Mi KpoBi (auB. po3ain «B3aeMonist 3 iHIIMMHA
JKapChbKUMHU 3ac00aMH Ta iHII BUIM B3a€EMO/IIN», OO0 3HWKEHHS 103 AUB. PO3aiI «OCcoOIMBOCTI
3aCTOCYBAHHS»).

OnHouacHe 3aCTOCYBaHHS 3 BUCOKMMH J03aMu puToHaBipy (400 mr ta Ginbuie 2 pasu Ha 1100Y),
OCKUIbKM MpH Takiid /1031 pPUTOHABIp 3HAYHO 3HMKYE KOHIIEHTPAIII0 BOPUKOHA30Jy Yy IUIa3Mi
3I0pOBUX CYO’€KTIB AOCHIIKEHb (IUB. po3ain «B3aemomis 3 iHIIMMH JTIKapCHbKUMHU 3aco0aMu Ta
1HIIT BUJIA B3AEMO/IIiY, 100 3HUKEHHS 03 IUB. o311 «OCOOIMBOCTI 3aCTOCYBAHHS»).
OnHouacHe 3aCTOCYBaHHA 3 alKajoilaMHM pPDKKIB (eproramiH, IUTIAPOEproTaMmiH), fAKi €
cyoctparamu CYP3A4, ockUIbKM MiABUILEHHS KOHLEHTpaLli IMX JIKapChbKUX 3aco0iB y Iuia3mi
KPOB1 MOX€ CIPUYMHATH €proTusM (IUB. po3ail «B3aemMois 3 IHIIMMU JIKapChKUMU 3ac00aMu Ta
HIIT BUJIA B3AEMOJIIN).

OpHoYyacHe 3acTOCYyBaHHS 13 CIpOJNIMYCOM, OCKITBKM BOPHUKOHA30] MOXKE 3HAYHO 301TBIIUTH
KOHLEHTPALII0 CIpoJIIMYCY y I1a3Mmi (IuB. po3aia «B3aemois 3 IHIIMMHU JIIKapChKUMHU 3ac00aMu Ta
HIIT BUJIA B3aEMOJTIN ).

OnHouacHe 3aCTOCYBaHHS 31 3BIpo00eM (uB. po3ain «B3aeMois 3 IHIIMMH JIIKAPCHbKUMHU 3aC00aMU
Ta IHIII BHJIUA B3aEMOJIIIN»).

B3aemooia 3 inwumu nikapcoKumu 3acodamu ma inuwii 6UOU 63aEMOOIIL.

Bopukonaszon iHri0ye akTHUBHICTH 1 METa0OJI3yeThCS 3a JOMOMOIOI0 130(0epMEHTIB IIUTOXPOMY
P450: CYP2C19, CYP2C9 Ta CYP3A4. Iuribitopu abo iHAYKTOPH LUX i30()epMEHTIB 3/aTHI,
BI/IMOBI/THO, TMIiJBHINYBAaTH a00 3HWKYBATH KOHIIEHTPAIII0O BOPHUKOHA30Jy Y IUIa3Mi KpOBI, a
BOPUKOHA30J1 Ma€ MOTEHIiaJl MiIBUIIYBAaTH IJIa3MOB1 KOHIIEHTpAIlii peYOBHH, Ki METa0O0II3yIOThCS
uuMu i3opepmentamu uroxpomy CYP450.

SIKI10 He 3a3HAuY€HO iHINE, JOCIIJKEHHS JIIKAPChKOI B3a€MO/Iii MPOBOAMIIUCS 33 y4acTIO 3JJ0POBUX
JOPOCIUX JOOPOBOJIBLIB YOJIOBIYOI CTaTi Hpu OaraTropazoBOMy MEpOpaibHOMY 3acTOCYBaHHI
BOpUKOHa30ay y A031 200 mr 2 pasu Ha no0y (BID) no nocsrHeHHs piBHOBa)KHOTO CTaHY.



Pesynbratu y3ropKyroThes 3 TaHUMHU, OTPUMAHUMH B 1HIIUX JOCTIKYBAHUX MOMYJSIISX Ta TMPH
IHITUX CII0C00ax 3aCTOCYBaHHS.

Bopukonazon cinig 3 0OEpeXHICTIO 3aCTOCOBYBATH Talli€eHTaM, $Ki OIHOYACHO IPHIMAIOTh
npenapard, 31aTHi momoBkuTh iHTepBan QTc. I[lpm HasgBHOCTI MOTEHIialy BOPHUKOHA30ITY
MiBHUIYBATH TUIA3MOBI KOHILIEHTpAIlil peYOBHH, sIKI MeTabomi3ytoTbes i3opepmentamu CYP3A4
(mesiki aHTUTICTAMIHM, XIHIAWH, IHA3AIpH, MIMO3MI), OJHOYACHE 3aCTOCYBAaHHS IPOTHIIOKA3aHE
(muB. HIDKYE Ta po3ain «IIpoTunokasanHs»).

Tabauis B3aemoii

B3aemoito BOpHKOHA301y 3 IHIMUMU JIKaPCHhKUMH 3ac00aMu MPOJIEeMOHCTpoBaHO B Tabmuil 4 (1
pa3 Ha 100y — «QD», 2 pasu Ha 100y — «BID», 3 pa3u Ha 100y «TID», He BU3HAYEHO — «H/BY).
HampsiMOK  CTpiIKM MO0 KOXHOTO (papMaKOKiHETUYHOTO mapamerpa Oa3yerbess Ha 90 %
JIOBIPYOMY IHTEpBaJIl CIIBBIAHOIIEHHS CEPEIHIX TEOMETPUYHMX 1 O3HAYAE: «3HAXOJUTHCS Y MEXKax
nianasony 80-125 %y (<), «amxue gianazony 80-125 %» (|), «Bume gianazony 80-125 %» (1).
3ipouka (*) o3Hauae nBoOIuHy B3aemoxito. AUC, — 1mioma mij KpUBOIO MPOTATOM 1HTEPBATIB MiX
npuitoMamu 3aco0y, AUC; — muioria mija KpuBoro Big Hyns 10 neBHoro dacy t, AUCq.,, — moma mija
KPUBOIO BiJl HYJISI IO HECKIHUYEHHOCTI.

B3aemonii B Tabuuii 4 HaBeneHI y TakoMy HOPSAKY: OJHOYACHE 3aCTOCYBAaHHS MPOTUIIOKA3aHE,
OJTHOYACHE 3aCTOCYBaHHS BHUMAara€ KOPUTYBaHHS [O3M 1 PETEIbHOrO KJIIHIYHOrO Ta/abo
010JIOTIYHOTO CIIOCTEPEKEHHSI, OJJHOYACHE 3aCTOCYBAaHHS HE Ma€ 3HAUYNIMX (papMaKOKiHETHYHHX

B3a€MO/IIi, aje MOXKe CIIPUUMHATU KIHIYHY 3aI[IKaBJICHICTh y JaHiil TepaneBTHUYHINA 00acTi.

Tabauus 4

Jlikapcbkuii 3aci0
(MexaHi3M B3aeMOJIii)

Bzaemonis
Cepenne reomerpuune 3mit, %

Pexomenmanii mono
OJHOYACHOTO 3aCTOCYBAHHS

AcTteMi3ou1, u3anpuI, MMO3H/I,
X1iHIIMH Ta TepheHa nH
(CYP3A4-cyberparn)

Xou4a BiAMOBIIHI JOCIIKEHHS
HE TIPOBOJIMIIUCS, ITiIBUIIICHHS
KOHIICHTPAILIIH [IUX PEYOBUH Y
1a3Mi KPOB1 MOXKE IMPU3BOIUTH
70 To1oBxkeHHs iHTepBaity QT
Ta PiAKO — 710 PO3BUTKY
IUTYHOYKOBOI Taxikapaii TUIly
«IipyeT»

[IpoTunokaszano (AUB. pO3 i
«[Iporunokaszanus»)

Kapbamasenin ta 6ap0Oityparu
TPUBAJIOI All, HAIPUKIA]

¢benobapbitan, mepobapoiTan
(motyxHi1 ingykTopu CYP450)

He3sBakarouu Ha BiICYTHICTh
BIAMOBIAHUX AOCIIIKEHD,
BIPOT'i/IHO, 110 KapOamaseriH Ta
OapOiTypatu TpUBaIOi All
MOXKYTh 3HAYHO 3HUKYBATU
IJ1a3MOB1 KOHIIEHTpAIil
BOPHKOHA301Ty.

[Ipotumnokasano (quB. po3ia
«[IpotunokaszaHus»)

Edasipen3 (HeHyki1€03uaAHUI
1HT161TOp 3BOPOTHOI
TpaHCKpUNTa3u) (IHAYKTOP
CYP450; inribitop Ta cyocrpar
CYP3A4)

400 mr 1 pa3 Ha 100y pa3oM i3
BOPHUKOHA30JI0M y 71031 200 Mr
2 pa3u Ha 100y*

300 mr 1 pa3 Ha 100y
oaHo4dacHo 3 400 mr
BOPUKOHA30J1y 2 pa3u Ha 100y*

Cmax edasipensy 1 38 %
AUC, edasipen3y 1 44 %
Cmax BopuKoHa3oiry | 61 %
AUC, Bopukonazony | 77 %

[MopiBustHO 3 600 MT edaBipeH3y
1 pa3 Ha 100y:

Cmax eaBipeH3y <>

AUC, edasipensy 1 17 %

[NopiBusHO 13 200 Mr
BOPUKOHA30J1y 2 pa3u Ha J100y:

OpnHovacHe 3aCTOCYBAaHHS
CTaHJapTHHX /103
BOPHUKOHA30J1y 3 e€(aBipeH30M
y 1031 400 mr 1 pa3 Ha 100y
YH BUIIE TPOTHITOKA3aHO
(muB. po3ain
«[Ipotunokazanus»)

[Ipn onHOYacHOMY
3aCTOCYBaHHI BOPUKOHA30TY
Ta e(aBipeH3y NIATPUMYIOUY
7103y BOPUKOHA30IY CJIi]T
30upImMTH 10 400 Mr 2 pasu
Ha 100y, a 103y edaBipeH3y
ciig 3au3utH 10 300 mr 1 pas
Ha 100y. [licns BinMinu




Cmax BopukoHa3zoiny 1 23 %
AUC, Bopukonazomny | 7 %

BOPHKOHA30JTY CJIiJ{
TIOBEPHYTHUCS JIO MTOYATKOBOT
103U edaBipeH3y (IuB.
po3ainu «Crocio
3aCTOCYBAaHHS Ta JO3M» Ta

«OcobnmBocTi
3aCTOCYBAHHS)
AJKaoiay piXKKiB, HATPUKJIIA Xou4a BiAMOBIIHI TOCIIHKEHHS [IpoTunokaszano (AUB. po3aLT
eproTamiH Ta JIUT1IPOEProTaMiH | HE MPOBOAMIKCS, BOpUKOHA30n | «I[IpoTumokazanus»)

(cyoecrpatn CYP3A4)

MO€ TiABUIYBATH TIa3MOBI
KOHIIEHTpAIIIi aTKaIOIIIB PIXKKIB
1 IPU3BOJIUTH JIO PO3BUTKY
eproTu3mMy

Pudbaoyruu (mor
VEKHUNU [HOYKTOD

CYP450)

300 MmT 1 pas3 Haa g
00y
300 MmT 1 pas3 Ha g

06y (ogHOYaAaCHDO
3 BODUEKOHA a3 O I
oM 350 Mr 2 pa3u

Ha T 0O6 YY)

300 M 1 pas3 mHa f
06y (ogHOYaAaCHDO
3 BODHUEKOHE a 3 0 I
oM 400 M 2 pas3u

Ha 106 Yy)

Cmax BopuKoHa3oiy | 69 %
AUC, Bopukonazomny | 78 %

[MopiBustHO 13 200 MT
BOPUKOHA30J1y 2 pa3u Ha J100y:
Cmax BopukoHazoy | 4 %
AUC; Bopukonazony | 32 %

Cmax puadytuny 1 195 %
AUC, pudadbyruny 1 331 %

[MopiBastHO 13 200 MT
BOPUKOHA30J1y 2 pa3u Ha J100y:
Cmax BopukoHazoiry T 104 %
AUC; Bopukonazomny 1 87 %

Crig yHUKaTH OJJHOYACHOTO
3aCTOCYBaHHS BOPUKOHA30ITY
Ta pudadbyTuny, SKIIO TUIBKH
KOPHUCTh HE TICPEBAKAE PUBHK.
[ligTpumyrody 103y
BOPUKOHA30JIy MOKHA

M IBULIATA OO0 5 MI/KT
BHYTPIITHOBEHHO 2 pa3u Ha
100y a6o 3 200 mr 10 350 mr
HEepOpaIBLHO 2 pa3u Ha 100y
(31 100 mr 1o 200 mr
NIEepPOPaATBLHO 2 pa3u Ha 00y y
[MALl€HTIB 3 MAcOI0 Tijaa
Hiwk4e 40 xr) (IuB. po3ain
«Criocib 3acTocyBaHHS Ta
TIO31»).

[Tpu oHOYaCHOMY
3acTocyBaHHI puadyTHHy Ta
BOPUKOHA30ITY
PEKOMEHI0BaHUN peTeIbHUI
MOHITOPHHT TIOKa3HUKIB
3arajJbHOI0 aHaNi3y KpOBI Ta
noOIYHUX peaKIlii,

OB’ s13aHUX 13 pru(adyTHHOM
(Takux sIK yBeiT)

Pudammninus (motyxxHuit

Cmax BopukoHa3zoiry | 93 %

[IpoTunoxaszano (AUB. po3aALT

iHaykTop CYP450) AUC, Bopukonazoiy | 96 % «[IpoTunokaszanus»)
600 mr 1 pa3 Ha 100y
Puronasip OpnHovacHe 3aCTOCYBAaHHS

(iHribitop npoteas) (MOTYKHUI
iaykrop CYP450; inriditop Ta
cyoctpar CYP3A4)

Bucoxki no3u

(400 mr 2 pa3u Ha 100y)

Huspki no3u
(100 mr 2 pa3u Ha 100y)*

Cmax Ta AUC, puTOHaBIpYy «>
Cmax BOpuKoHa3oiy | 66 %
AUC, Bopukonazoiy | 82 %

Cmax puToHaBipy | 25 %
AUC, puronasipy | 13 %
Cmax BopuKkoHa3zoiy | 24 %
AUC, Bopukonazoiy | 39 %

BOPUKOHA30J1y Ta BUCOKHX /103
putoHasipy (400 mr Ta BuILE
2 pa3u Ha 100Y)
MPOTHUIOKA3aHO (JIUB. PO3ILIT
«[IpoTunokazanus»).
OnHO4YaCHOrO 3aCTOCYBAaHHS
BOPUKOHA30JTy Ta HU3bKHX J103
putoHaBipy (100 mr 2 pa3u Ha
n00y) CIiJl YHUKATH, SKIIO
TIIbKU KOPUCTH HE MepeBaxae
pU3UK

IIpemapaTu 3BiD

VY HeszanexxHOMY

[IpoTunokaszano (AUB. po3aALT




00 01
(iemnyxTop CYP450; i
HIYKTOD

P-ranikomnporTelHY
)
300 M r Ha [
06y (ogHOUYaCHeEe
3acTOCYBaHHSA A |
3 400 Mmr

a 300y pa3s3oBO)

TP MU U,j

BODPUEKOH

oIyOIIKOBaHOMY JIOCIIIXKEHH1
AUC,.,, Bopuxonazoiy | 59 %

«IIpotunokasanus»)

EBeponimMyc
(cy6crtpart CYP3A,
cy6cTpaT pP-T JIj

KompoTejHY)

Xou4a BiAMOBIIHI JOCIIHKEHHS
HE TIPOBOJIUIINCS, BOPHKOHA30JT
MOJKE CIPHYUHUTH 3HAYHE

MM ABUILIEHHS IUIA3MOBOT
KOHIICHTpAIlii €BepoIiMyCy

OpHOYAaCHE 3aCTOCYBaHHS
€BEPOTIMYCY Ta
BOPUKOHA30JTy HE
PEKOMEHIYETHCS, OCKIITBKU
BOPUKOHA30J1 MOXKE
CIPUYMHSATH 3HAYHE
1IBUILIEHHS KOHIICHTpAITlii
€BEPOIIMYCY (IIUB. PO3ILT

¢ KOHA Q30

p e OMEeHLgYerT

mo6jUHUX D e

«OcobauBocCTi
3aCTOCYBAHHS)
®nykonazon 200 mr 1 pa3 Ha Cmax BopukoHa3zoiny 1 57 % He BcTaHOBIE
no0y (iariditop CYP2C9, AUC; Bopukonazoiy 1 79 % HO, AKeE 8 HUKXE
CYP2C19 ta CYP3A4) Cmax dirykoHazony — H/3 HHA Mo03u Ta/a
AUC, pnykonazomy — H/3 60 YacToTu sa
cTOCYBaHHSA B
OPUKOHAa3O0IY
Ta GITYyKOHAa3O0
Iy Heo06X|aHue
I 1A YHUKHEHH
g4 OIbOoOro edesxrT
y. IIlpu 3 acToOC
YBaHHI BODHUEKDO
Ha3o0axy 06e31Io0
cepengHbBO IIjC X
Fo
Yy
b
r
a

y
K
Cf MOHITODHUH
9]
"

Kujin, moB’ A3

aHUX |3 BopUuUudrx

OHa 3 0J OM

eiTolu
(cyo6crtpart CYP29

Ta MNOTYXHMUI |[H

ny kTop CYP450)

300 mT 1 pas3
00y

H a O

Cmax BopukoHazony | 49 %
AUC, Bopukonazoiy | 69 %

Cain yHUKaTH OHOYACHOTO
3aCTOCYBaHHS BOPUKOHA30TY
Ta (EeHITOTHY, KO TUIBKH
KOPHCTh HE TIepeBaKa€e PU3HK.
IIpu onHOUaCHOMY
3acTOCyBaHHI (DEHITOTHY Ta
BOPUKOHA30ITy
PEKOMEHIOBAHUH PETEIBHUMN
KOHTPOJIb piBHS (DEHITOTHY B




300 M 1 pas3 ma f
06y (0o gHOUYAZCHO
3 400 M r
a30nyY 2 pa3s3u Ha
1 OoG6 y)*

BODPUEKOH

Cmax eniToiny 1 67 %

AUC,; denitoiny T 81 %
[MopiBustHO 13 200 MT
BOPUKOHA30J1y 2 pa3u Ha J100y:
Cmax BopukoHa3zoiy 1 34 %
AUC, Bopukonazomny 17 39 %

J1a3Mi KpOBi.

DeHITOIH MOKHA
3aCTOCOBYBATH OJHOYACHO 3
BOPHKOHA30JI0M 32 YMOBH
M1BUIIECHHS M1 ATPUMYHOYOT
703U BOPUKOHA30ITY 10

5 MI/KT BHYTPIIITHLOBEHHO 2
pasu Ha 100y a6o 3 200 mr 10
400 Mr nmepopalibHO 2 pa3u Ha
100y (31 100 mr 1o 200 mr Ha
00y TiepopalibHO 2 pa3u Ha
00y MaIfieHTaM i3 Macoro Tija
Hk4de 40 Kr) (IUB. PO3aLT
«Crocib 3acTocyBaHHS Ta
JT031»)

AHTUKOAaTryaTaHT
14

Bapdapun (cyocrpar CYP2C9)
(pazoBa go3a 30 mr Bapdapuny
onHouacHo 3 300 mr
BOPHUKOHA301y 2 pa3u Ha 100Y)
[umwi mepopaasbHI
KyMapUHU, Tak,i
AK beHITDPOKYMO

H, alleHOKYMapo

b

1 (cy6crTpartTu
CYP2C9 T a CYP3A4)

MakcumanbHO MPOTPOMOIHOBUI
gac 301IbITYBaBCS MPUOIU3HO
BIBI4l

Xo4a BiOBIIHI TOCITIHKCHHS
HE MPOBOMIIKCS, BOPUKOHA30I
MOJK€ ITiJIBUIITYBATH TIa3MOBI
KOHIIEHTpallii KyMapHHiB Ta,
TaKUM YMHOM, CIIPUIHHHUTH
MTOJOBXXEHHS TIPOTPOMOIHOBOTO
qacy

Pexomenayerbes perenbHO
KOHTPOJIIOBaTH
IPOTPOMOIHOBHIA Yac Ta iHII
BIJIIIOBITHI TOKA3HUKU
3rOpTaHHS KPOBi Ta
3M11iCHIOBATH BiIMIOBIAHY
KOPEKIIiIO 703
AHTHKOATyJISHTIB

OIjias3emnijiuu
o MIna

Bewnaso
p a
a30JlTaM, TpHUAaI3O
a a
6 a

H a II n K J

b

b

JI.a M, JIT P 3 0 J a

CTD T U

M (cy
CYP3A4)

Xoua BIAMOBIAHI KJIIHIYHI
JOCTIIKEHHS HE TPOBOIUIIHCS,
HMOBIPHO, 1110 BOPUKOHA30J1
MOJK€ T1JBUIIYBATH TJIa3MOBI
KOHIIEHTpaIlii 0€H30/11a3eMiHIB,
o merabomizytotecs CYP3A4,
Ta TPU3BOJIUTH JIO TTOJOBKEHHS
CEIaTUBHOTO €PEeKTy

Crizt pO3TASIHYTH MOKJTUBICTD
3HIDKEHHS 03U
OeH30/1ia3eriHiB

IMynmocynpecatwn
T U
(cyb6crTpartTu
CYP3A4)
CuponimMyec
Pas3oBa OgO03a 2 M

r

ITuk TocmonopudH H

(mpu 3acTOCYBa

HH|I PeUUINIEHT a M

VY He3anexxHOMY
OMy0JIIKOBAaHOMY JIOCIIKCHHI:
Cmax cuponimycy Ty 6,6 pasa,
AUC.,, cupomimycy 1 B 11
pasiB

Cmax mukiocriopuny 1 13 %
AUC, muxiioctiopuny 1 70 %

OpnHoYacHe 3aCTOCYBaHHS
MPOTHUIOKA3aHO (JIUB. PO3/ILIT
«I[IpoTunokaszanus»)

Ha nouatky teparii
BOPUKOHA30JI0M TAIliEHTaM,
K1 B)K€ 3aCTOCOBYIOTh
LHKJIOCIIOPHH,
PEKOMEHIYEThCS 3HUKCHHS
JI031 IUKJIOCIIOPHHY B 2 pa3u
Ta PETENILHE CIIOCTEPEIKECHHS
3a oro piBHeM. [ligBumeHmnit




, AK|I 3HaXO0OATH
cay ¢cTabinbHO
MY CTaH| Ojc 4
TpaHCIOJMTaHT aTI]|]
HUDPOK Ta IHOCT,
MHO 3aCTOCOBY
IDTH ILUKIOCTIIOD
v H)
TaxpodiMycCc pa 3
oBa go3a 0,1 wvmr/
K T

Chmax Takpomimycy 1 117 %
AUCt Takponimycy 1 221 %

piBEHb LUKIOCIIOPUHY
aCoLII0ETHCA 13
He(POTOKCUIHUMH e(DEeKTaAMHU.
[Ticns BiAMiHU BOPHKOHA30TY
CJIiJ] pETeTbHO KOHTPOJIOBATH
piBEHb IUKIIOCIIOPUHY TA Y
pa3i HeoOX1AHOCTI i IBUIITUTH
Horo 103y

Ha mouarky teparii
BOPHKOHA30JIOM TAI[I€HTAM,
SIK1 BJ)KE€ 3aCTOCOBYIOTb
TaKpOIIMYC, PEKOMEHIYEThCS
3HIKCHHS 031 TaKpOIIMyCy
710 TPETHHU BiJl TOYATKOBOL
JI0O3U Ta pEeTEIbHUI
MOHITOPUHT PiBHS
takpoiaimycy. [linBumenuit
piBEHBb TaKPOIIMYCY
acolliroBaBcy 13
HE()POTOKCUIHUMH (HEKTAMHU.
[Ticns BiAMIHE BOPUKOHA30ITY
CIIiJ] pETETTbHO KOHTPOIIOBATH
piBEHB TaKpOIIMYCy Ta
HiBUIIATH HOTO JI03Y 3T1THO
3 MOKa3aHHIMH

OnjarTu
P onit
(cyb6cTpartTu
CYP3A4)

TPUB A IO

Orcurxkopngon 10 M1
Pas3o0BoO

VY He3zanexxHOMY
OIy0JIIKOBAHOMY JTOCTII>KEHHI:
Cmax Okcukonony Ty 1,7 pasa
AUC.,, OKCUKO/IOHY T Y

3,6 paza

Caizx po3riIsiHyTH MOXKITUBICTb
3HIDKEHHS 03U OKCUKOAOHY
Ta 1HIIUX OIaTiB TPUBAIOL
i1, 110 MeTaboi3yIOThCS
CYP3A4 (nanpuxnan
T'1IPOKO/IOHY).
PexoMeH1yeThCs peTenbHIMA
Ta YaCTUN MOHITOPUHT
MOOTYHUX PeaKIlii,
acoIIMOBaHUX 13 OIliaTaMH

Mertanon (cyo6ecr

p a1 CYP3A4)
32-100 Mr oxuH pa3 Ha 100y

Cmax R-MeTanony (aktuBHOTO) 1
31%

AUC, R-meTanony (aKTHBHOTO)
147 %

Cmax S-metamony 1 65 %

AUC; S-metanonyt 103 %

PexomenayeTbes nmocTiiHMiA
HaTrJIsi 010 PO3BUTKY
MOOIYHUX peakuii Ta
TOKCUYHHX €(EeKTiB,
acoIIOBaHUX 13
MiABUIICHUMH T1a3MOBUMH
KOHIICHTPAIlISIMA META/IOHY,
BKITIOUAIOYH TOJJOBKEHHS
iaTepBany QT. Moxe Oytu
HEOOX1THUM 3HMKEHHS J03H
METaJIOHY

HecTepoliaui mp
OTMuU3amnmaldbHa| IOIP
emapartTu (HII3II)
(cy6cTpartTu

CYP2C9)

Cmax S-i6ynpodeny 1 20 %
AUCq., S-i6ynpodeny 1 100 %

Cmax aukiodenaky 1 114 %

PexomeHtyeThCst yacTuit
MOHITOPHHT IIO/I0 PO3BUTKY
noOIYHMX peaklliil Ta mposBiB
TOKCHYHOCTI, TIOB’I3aHUX 13
HIT3I1. Moxe O6yTtu
HEOOX1THOIO0 KOPEKIIis J031
HII3I1




[6ynpoden (400 ™
I pas3oBOo)

OuegmatodeHakK

(50 M T pas3oBO)

AUC,., muknogenaxy 1 78 %

OMenpa3o01I
(imri6itop CYP2I9;
cy6crTparT CYP2CI9
T a CYP3A4)

Cmax omenpazony 1 116 %
AUC; omenpazomny 1 280 %
Chmax BopukoHazony 1T 15 %
AUC, Bopukonazony T 41 %
Mertaboi1i3M 1HIIUX 1HT10ITOPIB

Kopexkiiis 1031 BOpUKOHA30ITy
HE PEKOMEHYEThCS.

Ha mouatky teparii
BOPHKOHA30JI0M MAaIli€HTaM,

40 MmT 1 pa3 Ha IO . .
MIPOTOHHOIT TTOMITH, IO € SIK1 BXKE 3aCTOCOBYIOTh

0 y* cyocrpatamu CYP2C19, takoxx | omemnpazon (40 mr abo BuIe),
MOJK€ TIPUTHIYYBATUCS PEKOMEHAYETHCS 3HUKCHHS
BOPUKOHA30JI0M, 1[0 MOYKE JI03M OMETIPa30JIy BJIBiUi
MIPU3BECTH JIO TTiIBUILEHHS 1X
TUTa3MOBUX KOHIICHTPAIIIT

IMTepopainabui kKoH |Cnpxerurinecrpamiony T 36 % PexoMmenioBanuii yacTuit

TpalmermnrctTHlu-BU

(cyoctpatu CYP3A4,
iari6iTop CYP2C19)

Hopetucrepon/etuninectpamion
1 mr/0,035 mr 1 pa3 Ha 106y

AUC; etuninectpaaiony 1 61 %
Cmax HOpetuctepony T 15 %
AUC, Hopetucrepony 1 53 %
Cmax BopukoHa3zoiy 1 14 %
AUC; Bopukonazoiny 1 46 %

MOHITOPHHT III0JI0 PO3BUTKY
OOIYHUX PEaKIlin,
IIOB’s13aHUX 13 3aCTOCYBaHHSIM
NePOPATLHUX KOHTPAIICTITUBIB
Ta BOPUKOHA30JTy

OnjiaTu KODPDOTTEKO
PoniT
(cyb6cTpartTu
CYP3A4)
Anbvdbenrtanin

20 MK T/KT pa3o0B
0, 0OMHOYACHO 3

HalJl OKCOHOM

DPenygTang|a

5 MKIr/KTI paa3o0BoO

VY He3zanexxHOMY
OITy0JIIKOBAHOMY JTOCTII>KEHHI:
AUCq., anbdenTaniny 1 B

6 pasiB

VY He3zanexxHOMY
OIyOTIKOBaHOMY JTOCIII>KEHHI:
AUC., penraniny 1 B 1,34 paza

Cnigmg pos3ranaHaYy
TU MOXIJIHUBI|CTHb
3 HUXEeHHA 10 3
U aiadbdeHaTadH]a
y, begTaniny T
a |HIWIKUX CTDPYK

TYPHO IIOZA|OHU
X 00 aalbdeHTa
Hiny onjarTiB K
opoTkoOTl AiT, mo
MeTabod|i3yIiT
b ca CYP3A4 (m a m D
UKITaag cydeHar
aHITY).

PexomeunnmnoBawmnu
U Yya cTHUU MOH
iTODUHT U0 IO
OpUTH|YEeHHA [
“UXaHHA Ta oo06o
fUHU X peakKIji,
acoOlLjihoBaHX
i3 3acToOoOCYBaH

HAM OIljaTI|B

CTarTuuU, HalpHu
KJlaJ TO0OBacTart
uu (cy6crTpartTwu

CYP3A4)

Xoua BIAMOBIAHI KIIIHIYHI
JOCITIJDKEHHS HE TIPOBOIAITUCS,
BOPHKOHA30J1, IMOBIPHO,
3aTHHUH MMIABUITYBATH IJIA3MOBI1

PexoMeH10BaHO pO3TIISIHYTH
MOJIUBICTh 3HUKEHHS 103U
CTATUHIB




PiBHI CTaTHHIB, 110
MeTtabomnizyroTeess CYP3A4, mo
MOJK€ TTPU3BOAUTH IO
pabaoMioizy

[ToxiguiI cynbdo
HilTCe4do0BUHU, H
anogpuKIamg TOoJaboO
yTawming,
A, rni6ypun (cy

6crTtpartTu CYP209)

rajojsu

Xo4a BiMOBIIHI TOCIIHKCHHS
HE MPOBOIMIIKCS, BOPUKOHA30I
MOJK€ ITiJIBUIIIYBaTH PiBEHb
MOX1THUX CYJIb(OHIIICEUOBUHHU Y
1a3Mi KPOBi 1, TAKUM YHHOM,
CHPUYHMHSATH TIMOTIIKEMIIO

HeoOxiguuii perenbHuit
MOHITOPHHT PiBHS ITFOKO3H B
KpoBi. PekomeHnoBano
PO3IIISIHYTH JOIUIBHICTh
3HIDKEHHS JO3H MOX1THUX
CyJb(OHIICEYOBUHU

AnTxkxamnolnou
iHKY,
I BIHKDPDUCTHUH T

6 apB
HaIlpWwWeKaIa

a Biub6nacrtunu (c

y6cTpartTwu CYP3A4)

Xoya BiIIMOBIAHI KIIIHIYHI
JOCTIPKEHHS HE TIPOBOIMIIKCS,
BiJIOMO, III0 BOPHKOHA30JI MOXKeE
IT1IBUIIYBAaTH PiBEHb AJIKAJIOIIIB
OapBiHKY y IJ1a3Mi KpOBi Ta
MPU3BOJUTHU J0 PO3BUTKY
HEHPOTOKCHYHUX e(EeKTiB

PexomenoBaHO po3MISIHYTH
IOLUIBHICTD 3HUKEHHSA 103U
aJIKaJIoiiB OapBIHKY

[ami iari6iTopu BUUI-nporeasn,
HaIIpUKJIa]] CaKBiHABIP,
amrpeHaBip Ta HenginaBip*
(iari6itopu CYP3A4)

KitinigHi 1oCmiKeHHS He
npoBowncs. Pe3ynbraTu
JOCITIIKEHB 1N Vitro cBimyarh
PO Te, 110 BOPUKOHA30JI MOXKE
MPUTHIYYBAaTU MeTaboIi3M
iHTi6iTOopiB BUUI-mpoTeas3u ta
MeTabo0I113M BOPUKOHA30ITY
MO>KE TIPUTHIYYBaTHCS
iHrioiTopamu BUJI-iporeazu

PexomennoBanuil perenpHun
MOHITOPHHT TAIlI€HTIB 1010
Oy/b-SKHUX TPOSBIB
TOKCHYHOCTI ITUX IperapaTiB
Ta/abo BIACYTHOCTI X
e(eKTUBHOCTI, a TAKOX —
PO3TISHYTH AOUITBHICTh
KOPEKIIil 1031

[Hmi Henykeo3uH1 iHT10iTOPU
3BOPOTHOI TPAHCKPUIITA3U
(HHI3T), nanpuxian
JieNaBIpANH, HEBIpaiH
(cybcrpatu Ta iHT10iTOpH

KitiniuHi 1ocnimkeHHsa He
npoBoamiHcs. JlocTiKeH s in
Vitro cBigyarts mpo Te, 1o
MeTa00J113M BOPUKOHA30ITY
Moxke npurnigyBatucs HHI3T

PexoMenoBanuii peTeabHUN
MOHITOPUHT MO0 OyAb-SIKUX
MPOSIBIB TOKCHYHOCTI ITUX
npenapariB Ta/abo
BIZICYTHOCTI iX e(peKTUBHOCTI,

CYP3A4 a6o ingykTOpu Ta BOPUKOHA30JT MOXKE a TaKOX CIIiJT PO3TJIIHYTH
CYP450) MIPUTHIYYBAaTH METab0i3M MOXJINBICTh KOPEKIIiT 103U
HHI3T. 3a pe3ynbTaTramu
JIOCIIIJIKEHb BIUIUBY e(aBipeH3y
Ha BOPHKOHA30JI MOYKHA
MPUITYCTUTH, 1110 META00III3M
BOPHUKOHA30Jy MOXe OyTH
ingykoBanuit HHI3T
Humernaun Cmax BopukoHazomy T 18 % He Bumarae xopexkiiii 1o3u
(necnenmdiunmii iHT10ITOP AUC, Bopukonazoiy T 23 %
CYP450 Ta ninBuirye pH
ITYHKOBOTO COKY)
400 mr 2 pa3u Ha 100y

IIur ok cHuH
(cy6crTtrpartT P-raj
KomnpoTejHY)
0,25 Mmr 1 pa3s
00y

H a Jis

Chmax IUTOKCUHY <>
AUC, tiToKcHHY <>

He Bumarae xopexkuii 1031

[nauHaBip
(iHribitop Ta cyocTpaT

Cmax BOPUKOHA30ITy <«
AUC, BopukoHazony <>

He Bumarae kopexiii 103u




CYP3A4) Cmax IHIWHABIpY <>

(800 mr 3 pasu Ha 100Y) AUC, inauHaBipy <>

AHTHOIOTHKH I'PYIH MaKpOJIiIiB He Bumarae xopexkuii 1o3u
Eputpominun Cmax 1 AUC, BoprKOHa301y «>

(iaribitop CYP3A4)

1r 2 pa3u Ha 100y

ABUTPOMIIIMH Cmax 1 AUC; BoprKOHa301y «>
500 mr 1 pa3 Ha 100y
Jlist BOpUKOHA30TY Ha
EPUTPOMIILIMH YH a3UTPOMIIIHH
HEBITOMA

MikodenmoaoBa kK |CnpxtaAUCt mikoheHonoBoi He Bumarae kopekiii 103u
mcnotTa (cy6cTp |KHACIOTH <>
aT YODP-T1I0OKY DO
HinTpaHuncdepas
)

1 r pa3o0BoO

IIpenunisonomn Cmax npeanizony T 11 % He Bumarae kopekiiii 103u
(cy6ctpartT CYP3A4) AUC., mpennizony 134 %
60 MT pa3o0BoO

Panituaus (migsunrye pH Cmax Ta AUC ; BopukoHazony <> | He BuMarae kKopekiiii 1o3u
IITYHKOBOT'O COKY)
150 mr 2 pasu Ha 100y

Ocobnueocmi 3acmocyeans.

[linBuIIeHa YYTAUBICTh

Bopukonazon ciif 3 00epexHICTIO MPU3HAYATH MaIli€EHTaM i3 ITiIBHIIECHO YYTIUBICTIO JO 1HIINAX
a3o:1iB (auB. Takok po3ai1 «I1o6iuHI peakiiin).

TpuBamicTe JIKYBaHHSI

TpuBanmicte JiKyBaHHS NpU BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI IpenapaTy HE IOBHMHHA
MepeBUILYBaTH 6 MICSIIB.

BriuB Ha ceplieBO-CYAMHHY CUCTEMY

3acTocyBaHHS BOPHUKOHA30Jy CYNPOBOUKYEThCS TOMOBXKeHHsM iHTepBary QTc. Y okpemmx
BUMAJIKaX CIIOCTEPIraeTbcs IUTYHOUKOBA TaxiKaplis THUILY «IipyeT» Yy TMali€HTIB 3 TaKUMHU
(hakTOpaMu pU3UKY SK Kap/10TOKCUYHA XIMIOTeparisi B aHaMHe31, Kap10MiOMaTis, TIImoKalieMis Ta
OJTHOYACHE 3aCTOCYBAHHs JIKapChKUX 3ac00iB, sIKI MOXYTb ii CIPUYMHUTH. BopukoHazon ciif
3aCTOCOBYBATH 3 00EPEKHICTIO Malll€EHTaM 13 TOTEHIIHO MPOAPUTMIUHUMHU CTaHAMHU, TAKUMU SIK:

* BpojKeHe abo HaOyTe nmojoBxkeHHs iHTepBaiy QTc;

*  KapJioMiornaris, 0COOJUBO MIPH HASIBHOCTI CEPIIEBOI HEIOCTATHOCTI;

* CcHUHYycoOBa Opaaukapmis;

* HasABHICTh CUMOTOMAaTUYHUX apUTMIN;

*  OJJHOYACHE 3aCTOCYBAHHs JIIKapChKHX 3ac001B, 31aTHUX MOAOBXKYBaTH iHTepBan QTc.

Crig 3a1MCHIOBATH MOHITOPUHT TaKMX €JIEKTPOJIITHUX MOPYIIEHb, SK TiMOKaNieMis, FIOMarHieMist
Ta TIMOKAIBLIEMIs, Ta y pa3i HeoOXiIHOCTI, MPOBOJUTH iX KOPEKLIiI0 TIepes MOoYaTKoM
3aCTOCYBaHHS BOPHKOHA30JIy Ta BIIPOJOBXK JIIKyBaHHSA. 3a y4acTIO 3I0POBHX JOOPOBOJBIIIB OYII0
MIPOBE/ICHO JTOCTIKEHHs BIUTMBY Ha iHTepBai QT pa3zoBoro 3acrocyBaHHs BOPMKOHA30Jy B /103aX,
mo 10 4 pasiB NEPEeBUINYBAIM 3BUYANHY A000BY M03y. Y JKOJHOTO Yy4YaCHHUKA JTOCHIIKCHHS
TPUBATICTh L[HOTO IHTEPBAJY HE MEpeBHIyBajia MOTEHIIHHO KIiHIYHO 3Ha4ymoro nopora 500 mc
(muB. po3ain «PapMaKkOIUHAMIKAY).

Peaxitii, moB’s13aHi 3 iHy3i€r0




[Ipy BHYTpIIIHBOBEHHOMY 3aCTOCYBaHHI BOPHKOHA30JIy CIIOCTEPIralMcs pEeaKilii, MoB’si3aHi 3
iH(DYy3i€r0, MepeBaKHO TiMepeMis Ta HYAO0Ta. 3aJeKHO BiJl TSHKKOCTI CUMIITOMIB CJiJT PO3TJISTHYTH
JOULUTBHICTh MPUMTUHEHHS JIiKyBaHHS (uB. po3ain «[1o6iuHi peakii»).

I'enaToTOKCHYHICTh

VY X0l KITHIYHHMX JIOCHI/DKEHb MPHU 3aCTOCYBaHHI BOPHUKOHA30Jy HEYACTO MOBIIOMIISIIOCS IIPO
BHIAJIKU TSDKKHX PEaKIli 3 00Ky NeYiHKH (BKIIOYAIOYU KIIIHIYHO BUPAKEHUN TeNaTUT, X0JIeCTas Ta
(GyabMIHAHTHY TI€YIHKOBY HEJOCTATHICTh, Y TOMY YHCIi JeTaidbHi Bumaaku). Peakmii 3 Ooky
MEYIHKM BUHUKAJIHU MEPEAYCiM y Mall€HTIB 3 TSHKKUMU OCHOBHHMHU 3aXBOPIOBAHHIMH (II€PEBAXKHO
3T0SKICHUMU 3aXBOPIOBAHHAMHU KpoBi). TpaH3UTOpHI peakiii 3 00Ky MeYiHKH, BKIIIOYAIOUU TeaTHT
Ta >KOBTSIHUI[IO, CIIOCTEPITAIMCS Y TAIIEHTIB 3 BIICYTHICTIO 1HIUX iAeHTU(IKOBAaHUX (DAKTOPIB
pusuky. JluchyHKIis mediHKu 3a3BU4aid Oyina 00OpOTHOI Ta HOpMaJi3yBanacs MiCHs MPUITHHCHHS
nikyBaHHS (IuB. po3aia «[1o614H1 peakiiiy).

KouTponb QyHKIi medinku

Y mnamieHTiB, SKI OTPUMYIOTH BOPUKOHA30J, CIiJl PETEJbHO KOHTPOJIOBATU MPOSBU
rernatorokcuyHocTi. KiliHiuHE JiKyBaHHS MOBHHHO BKIIIOYATH JIAOOPAaTOpHY OLIHKY (yHKIT
neuinku (30kpema acnaptaramiHoTpancdepasu (ACT) ta ananinaminotpancdepasu (AJIT)) Ha
MOYaTKy 3aCTOCYBaHHS BOPUKOHA30Jy Ta MPUHAWMHI KOXKHOTO THIKHS MPOTATOM TEPIIOTO MiCALs
JmikyBaHHS. TpHBaIICTh JIIKyBaHHS MOBHMHHA OYTH SIKOMOTa KOPOTIIOK, OJHAK MPHU MPOJIOBKEHHI
Tepartii, BpaXxOBYIOUH OI[IHKY KOPHUCTiI Ta pu3uKy (IuB. po3ain «Croci® 3acTOCyBaHHS Ta JIO3U),
KOHTPOJIb MOXKHA 3/[IHCHIOBATH OJIMH pa3 Ha MICSIb 3a BIICYyTHOCTI 3MiH Yy OKa3HUKAX MEUiHKOBUX
poo.

[Ipyn BupakeHOMY MIiJABHUIICHHI MOKA3HUKIB IMEYIHKOBUX MPOO CIiJ MPUIHMHUTH 3aCTOCYBAaHHS
BOPUKOHA30JTy, 32 BHHATKOM BHUIIQ/IKiB, KOJIM MEIMYHA OI[IHKA CITIBBIHOIICHHS PU3HUKY Ta KOPUCTI
Teparii 1j1s Mali€eHTa BUIPABIOBY€E MPOJOBKEHHS 3aCTOCYBaHHS MIperapary.

MoHiTopuHT (YHKIIT IEUIHKN € HEOOXITHUM SIK JUIS AITEH, TaK i AJIs TOPOCIHX.

Hebasxani peakiiii 3 60Ky OprasiB 30py

€ moBiZOMIICHHS MPO TpHBaJi HeOakaHi peakiii 3 OOKy OpraHiB 30py, B TOMY YHCIi HEYITKICTh
30pYy, HEBPUT 30pOBOT0 HEpBa Ta HAOPSIK AMCKa 30pOBOro HepBa (auB. po3ain «I[1o0iuHi peakiii»).
Heb6axani peakiii 3 60Ky HUPOK

[ToBigOMIISIOCS MPO PO3BUTOK TOCTPOi HHUPKOBOI HEJOCTATHOCTI y TAIUEHTIB 3 TSKKUMU
3aXBOPIOBAaHHIMHM, SIKi OTPUMYBaJIM BOPHUKOHA30Jd. Lli mamieHTH OAHOYACHO 3 BOPUKOHA30JIOM
3aCTOCOBYBAIM HE(PPOTOKCHMYHI NpenapaTd Ta MalM CYNyTHI 3aXBOPIOBaHHSA, IO MOTJIO
MOTIPIIYBaTH QYHKI[II0 HUPOK (AUB. po3aii «I1o6iuHI peakiiin).

KouTponb QyHKIIii HUpOK

IIpn 3actocyBaHHI mpenapary ciiJi KOHTPOJIOBATH y TMAllI€HTIB MOPYIIEHHS (YHKLII HUPOK.
KoHTponbs moBHHEH BKIIIOYATH Ja0OpaTOpHI aHaji3u, 30KpeMa BU3HAYEHHS CHPOBATKOBOIO PiBHS
KpEaTUHIHY.

KonTponp QyHKIIi OiANITYHKOBOT 3271031

[Ipu nikyBaHHI BOPHKOHA30J0M HEOOXITHO 3IMCHIOBATH pETEIBHUN HAIISIA 3a MallieHTaMH,
0cOo0JIMBO JITBMH, 3 (haKTOpaMH pPH3UKY TOCTPOro MAaHKPEAaTUTy (HAmpUKiIaJ, HEIIOAaBHO
nposeneHa ximiorepamigd, TI'CK). V Takiii KiIiHIYHIM cuTyalii ciiJi KOHTPOJIIOBaTH piBEHb
CHUpPOBATKOBOI aminiazu abo Jinasu.

Heb6axani peakuii 3 60Ky IIKipu

Y NOOIMHOKMX BUNAJAKaX TMpPU 3aCTOCYBaHHI BOPHKOHA30Jy Yy TMAll€HTIB CIOCTEpIraaucs
excdomiaTUBHI MIKIpHI peakuii, Hanpukian, cuHapoMm CriBeHca-J[KOHCOHA. Y pasi MOSIBH Y
MalieHTa BHUCUIIAHb HA MIKIP1 CJiJA MPOBOAMTU PETEIbHUM MOHITOPHHI CTaHy Mall€HTa, a MpHU
MIPOrpecyBaHHi ypakeHb HEOOX1HO MPUIIMHUTH 3aCTOCYBAaHHS BOPUKOHA30ITY.

KpiMm ToOro, 3acrocyBaHHs BOPHUKOHA30Jy CYIPOBOKYETbCS MPOsSBaMU (OTOTOKCHYHOCTI,
BKJIIOYAIOUM Taki peakuii sk edemiau, JeHTUro, akTUHIYHUN KepaTo3 Ta rceBionopdipist. Ycim
MamieHTaM, y TOMY YHWCIl JITSM, IOpPHU JIIKyBaHHI BOPUKOHA30JIOM PEKOMEHIYETHCS YHUKAaTH
IPSIMOTO COHSTYHOTO CBITJIa Ta BUKOPUCTOBYBATH 3aXUCHHI OJIAT 1 COHIIE3aXUCHI 3aCO0H 3 BUCOKUM
¢dakropom 3axucry (SPF).

TpuBasne snikyBaHHS




V paszi HeoOXiTHOCTI 3aCTOCYBaHHS IpenapaTy (U1 JikyBaHHS abo npodinaktukn) noHaa 180 nHiB
(6 micsiB) HEOOXiIHO MPOBECTH PETEIbHY OIIHKY CIIBBIJHOIICHHS KOPHUCTI Ta PHU3UKY; JIKapsIM
CIIiJ BpaxoBYBaTH HEOOXiJHICTh oOMexeHHs ekcrnosuiii Bopukonazomy-Bicra (nuB. pozminu
«DapmakonuHamikay 1 «Cmoci®6 3acrocyBaHHs Ta j03u»). l[lpu TpuBasioMy 3acTOCyBaHHI
npemnapary 3aikcCoBaHO HACTYIHI TSOKKI HeOa)kaHi peakxiiii.

[InockokaituaHa kKapimHoMa 1mikipu (ITKK) Oyma 3apeecTtpoBaHa y NaIli€HTIB, ACSKI 3 SIKUX paHille
Mad TposiBU (HOTOTOKCHYHOCTI. IlpM BUHMKHEHHI (OTOTOKCHYHHMX peakiidli ciiJg HpoBeCTH
OararonpodibHI KOHCYNbTAIlll Ta HAMpPAaBUTH TAalli€eHTa 10 Aepmarojora. HeoOXigHO po3risHyTH
MOJIMBICTh TPUINHMHEHHS 3aCTOCYBaHHSA BOPUKOHA30dy Ta IIE€pexXojy Ha aJlbTepPHATUBHI
MPOTUTPUOKOBI TpenapaTh. SIKII0 3acTOCYBaHHS BOPHKOHA30IIy MPOJOBKYETHCS, HE3BAKAKOYN HA
MOSIBY YpaXKeHb, IIOB’S3aHUX 3 (DOTOTOKCHYHICTIO, HEOOXiJHO CHUCTEMAaTHYHO 3/iHCHIOBATH
JIepMaToJIoTiuHe OOCTEKEHHs, o0 Ha paHHBLOMY €Talll BHSIBUTH Ta JIIKyBaTH TIEpeIpaKoBi
ypakeHHs. [Ipu BUSBICHHI NEpeApaKkoBOr0 YpakKeHHS MIKipW a00 IUIOCKOKIIITHHHOT KapUUHOMHU
3aCTOCYBaHHS BOPUKOHA30JTY CIIijl IPUITHHUTH.

HeindekimiitHuii nepiocTUT 3 MiABUIICHHIM PiBHIB (TOpHAIB Ta JyKHOI docdaTazu crocrepiraBes
y TIAIlI€HTIB, K1 IEPEHECIIM TPAHCIUIAHTAIliI0. Y pa3i MosBH OOJII0 B KICTKaxX Ta peHTreHorpadiuyHol
KapTHHHU, XapaKTEepHOi Ui MEPIOCTHTY, MICIs KOHCYJbTaLii 3 BIAMOBIAHMMHU (HaxiBISIMH CII
PO3IIISIHYTH MOJJIMBICTh TIPUITMHEHHS 3aCTOCYBAaHHS BOPHKOHA30ITY.

[podinakTrka

VY pa3i nosiBu HeOakaHUX Peakilii, MOB’A3aHUX 13 JIKYBaHHAM (T€MaTOTOKCHUYHICTh, TSXKKI LIKIpHI
peakiii, Bkrouatoun pororokcnuHicts Ta [IKK, TspKki a00 TpuBami mopymeHHs 30py, NepioCcTUT),
HEOOXITHO MPUITMHUTH 3aCTOCYBaHHS BOPUKOHA30J1y Ta MEPEHTH HA alIbTEPHATHBHI MPOTUTPHOKOBI
npernaparu.

@enitoin (cyocrpar CYP2C9 ta notyxuuii inayktop CYP450)

[Ipu onmHouacHOMY 3acTocyBaHHI (PEHITOTHY 3 BOPHKOHA30JIOM PEKOMEHIYETHCS PETEIHHO
KOHTPOJIOBAaTH piBeHb (eHiToiny. CniJi YHHKaTH OJHOYACHOT'O 3aCTOCYBaHHS BOPHKOHA30I1y 3
(beHITOTHOM, SIKIIO TIIBKH KOPHCTh HE MepeBa)ae pu3MK (AuMB. po3min «B3aemomnis 3 iHIIMMHU
JKapChbKUMHM 3aCO0aMH Ta 1HII BUJIA B3AEMOIIIY).

Edasipens (inaykrop CYP450:; inrioitop ta cyocrtpar CYP3A4)

[Ipy onmHOYaCHOMY 3aCTOCYBaHHI BOPUKOHA30Jy Ta e(daBipeH3y 03y BOPHKOHA30Jly CIiJl
30utpmuTH 10 400 Mr koxHi 12 romun, a 103y edapipen3y 3um3utu 10 300 Mr KOXHI 24 TOIUMHA
(muB. posaimu «[Iporunokazanus», «B3aemomis 3 IHIIUMHU JTIKAPCHKUMU 3aco0aMU Ta 1HII BHUIU
B3aemMoii» Ta «Crocid 3aCTOCYBaHHS Ta JI031»).

Pudabytun (moryxxuuii ingykrop CYP450)

IIpn opHOwyacHOMy 3acTocyBaHHI pu(paOyTHHY Ta BOPUKOHA30Jy PEKOMEHAYETHCS PETEIbHO
KOHTPOJIIOBAaTH IIOKAa3HUKM [OBHOTO aHajizy KpoBi Ta HeOaxaHi peakuii Ha pudaOyTuH
(manpuknan, yseiT). Ciil yHUKaTH OJHOYACHOTO 3aCTOCYBAaHHS BOPHKOHA30Jly 3 pU(PaOyTHHOM,
SKIIO TUIBKM KOPHUCTb HE MepeBakae pHU3MK (IMB. po3ainl «B3aemonis 3 IHIIMMHU JIKapChbKUMHU
3aco0aMu Ta 1HIII BUIA B3AEMO/IIN).

Puronasip (moryxuuii ingykrop CYP450; inri6iTop ta cydcrpar CYP3A4)

Crnin yHUKAaTH OAHOYACHOTO 3aCTOCYBAHHSI BOPMKOHA30Jly 3 HU3bKUMU J103aMH putoHasipy (100 mr
nBi4l Ha 100Y), 32 BUHSTKOM BHITa IKiB, KOJU OLIIHKA KOPUCTI Ta PU3UKY JJIs MAI[I€HTa BUIPABIOBYE
3aCTOCYBaHHS BOpHKOHa301y (muB. po3aum «lIpoTunokazanus» Ta «B3aemomis 3 1HIIUMH
TKapChKUMHU 3ac00aMU Ta 1HIII BUIU B3aEMOIIiN»).

EBeponimyc (cyberpar CYP3A4, cyberpar P-rikomporeiny [P-gp])

OpHoYacHe 3aCTOCYBaHHS BOPHKOHA307y 3 €BEPOIIMYCOM HE PEKOMEHIYEThCS, OCKUIBKU
nepeadavaeTsCs, IO BOPUKOHA30J MOXKE€ 3HAYHO IMiJIBUIIMTH KOHIICHTPAIIII0 €BEpPOIIMYCY.
JloTenep HENOCTATHHO JAHUX, SKi JAIOTh MOXKIMBICTh PEKOMEHIYBAaTH JO3yBaHHS B TaKiil CUTYyaIlii
(nuB. po3ain «B3aemois 3 IHIIMMHU JIIKapChKUMU 3ac00aMu Ta 1HILI BUIU B3a€MOJIIN).

Mertanon (cyberpar CYP3A4)

[Ipn omHOYACHOMY 3acCTOCYBaHHI 3 BOPHKOHA30JI0M PEKOMEHIYETHCS YacTO KOHTPOIIOBATH
HebaxxaHi peaklii Ta MposiBM TOKCUYHOI Jii METa/I0oHy, B TOMY YMCIIi oAoBXeHHs iHTepBany QTec,




OCKUTBKM TIPU OJHOYACHOMY 3aCTOCYBaHHI 3 BOPHKOHA30JIOM DPIBEHb METAJOHY ITiJBUIIYETHCS.
Moske BUHUKHYTH HEOOXITHICTh 3HHM3UTH 103y METamoHy (muB. po3aul «B3aemomis 3 1HIIMMH
TKapChKUMHU 3ac00aMU Ta 1HIII BUIIA B3aEMOIIiN»).

OmiaTtu kopotkoi aii (cyocrpatn CYP3A4)

[Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3 BOPHKOHA30JI0M CIIiJl PO3IVISHYTH MOXIIMBICTh 3HIKEHHS 103U
anbGeHTaHuTy, (EeHTaHUTy Ta IHIIUX OIlaTiB KOPOTKOI mii, SKi 3a CTPYKTYpOrW MOAIOHI 10
anbdenTaniny ta meradomnizyorecs Gpepmentom CYP3A4 (manpuxian, cydheHTanin) (IuUB. po3Iiia
«B3aemopis 3 IHIIMMH JTIKAPCHKUMHU 3aco00aMH Ta IHINI BHUIW B3aemogin»). Ilpu omHOYacHOMY
3aCTOCYBaHHI 3 BOPUKOHA30JI0M IIepioJl HaMmiBBUBEICHHs alb(eHTaHLTy 30UIbIIyeThCs y 4 pasy, a
cepenne 3HaueHHa AUCp., (Toiomi miJg KpHUBOK «KOHIEHTpalis-dyac» Bim dvacy 0 10
HECKIHUEHHOCTi)  (eHTaHlIy MiBUIIYETBCS, MO  Oyllo  TPOAEMOHCTPOBAHO Y
HE3aICKHOMYOITYOJIIKOBAHOMY  JIOCITI/DKEHHI  OJTHOYACHOTO 3aCTOCYBaHHS BOPHKOHA30lly 3
¢denraninom. OTxe, MOXKE MTOTPEOYBATUCS PETYISAPHUN KOHTPOJIb HEOAKaHUX PEaKIIiid, MOB’ I3aHUX
3 omniaram (y TOMY YHCIII OLIBII TPUBAJIMN MTEPi0 T MOHITOPHHTY TUXaIbHOT (QYHKITIT).

Omiartu TpuBainoi mii (cyocrparu CYP3A4)

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI 3 BOPUKOHA30JI0M CJIiJI PO3IJISIHYTH JOIUIBHICTh 3HIKCHHS 03U
OKCHKOJIOHY Ta IHIIMX OmiaTiB TpuBaioi nii, ski Merabomizytorecs ¢(epmentom CYP3A4
(Hampukiaja, TiAPOKOAOHY). Moxke OyTH HEOOXiTHUM PETyISPHHUM KOHTPOIh HEOAKAHUX peakiiid,
OB’ sI3aHUX 3 omiaTamu (AuB. po3aul «B3aemois 3 IHIIMME JIIKAPCHKUMHU 3ac00aMU Ta I1HII BUIAH
B3aEMOIIY).

duykonason (inriditop CYP2C9, CYP2C19 ta CYP3A4)

[Ipy omHOYaCHOMY TMEpPOPaTLHOMY 3aCTOCYBaHHI BOPHUKOHA30Jly Ta (IIYKOHA30Jly 3HAYHO
miaBUIYeThCSI Cpax Ta AUCT BopHKOHA30Iy y 370pOBHX JTOOPOBOJIBINB JOCHIKCHb. He
BCTaHOBJICHO, SIKE 3HW)KCHHS 103U Ta/a00 4acTOTH 3aCTOCYBAaHHS BOPUKOHA30Jy Ta (IYKOHA30Iy
HeoOXiTHe JJIsl YHUKHEHHsS 1boro edekty. [Ipu 3acTocyBaHHI BOPUKOHA30y Oe3rmocepeHbo Micis
(GIIyKOHA30Jly PEKOMEHAYETHCS MPOBOJUTH MOHITOPHHI HeOa)KaHWX peakiliii, OB’ s3aHUX 3
BOPHKOHA30JI0M (IUB. po3nin «B3aemomis 3 1HIIMMH JIIKAPCBKUMU 3aco00aMH Ta 1HINI BHIA
B3AEMOIINY).

3acmocysanns y nepioo eacimnocmi abo 200y8aHHs 2pyooi0.

BaritHicTh

JIOCTaTHIX JaHMX I[0JI0 3aCTOCYBAHHS BOPUKOHA30Y Y BariTHUX KIHOK HEMAE.

JlocikeHHsT Ha TBapuHaX CB1IYaTh PO PENPOAYKTUBHY TOKCHUHICTh. IloTeHUIHHUN pU3UK 17
JIIOJAMHU HE BCTAaHOBJICHUH.

Bopukonazon He ¢ 3aCTOCOBYBATH TiJl Yac BariTHOCTI, 32 BUHATKOM BUMAJKIB, KOJU KOPHUCTH
JUIs MaTepi OYE€BUIHO MepeBakae MOTEHLIHHUI PU3UK IS MJI0/a.

JKIHKH pEnpPOYKTUBHOIO BIKY

XiHky penpoayKTHUBHOTO BIKY MiJ Yac JIKYBaHHS MOBHMHHI 3aCTOCOBYBaTH e(eKTHBHI 3aco0u
KOHTpAIEIIIii.

Ilepion rogyBaHHs rpyJUTIO

Ekckperiiss BOopuKOHa307y B TpPyAHE MOJIOKO HE JociipKyBajacs. [lounmHaroum JIKyBaHHS
BOPUKOHA30JI0M, CJIi/1 IPUITMHUTH TOAYBaHHS IPYIIO.

PenponykruBHa dyHKINA

VY Xoai AOCHIPKEHHS Ha TBapUHAX He OyJIO BHUSBJICHO NOPYIIEHHS PENpOAyKTUBHOI (QYHKLIi Y
CaMIIiB Ta CAMHIIb IIIYPiB.

30amuicms enausamu Ha WBUOKICMb peaxyii npu Kepy8aHHi A8MOmMpaAHCNOpmom ado HUUMU
Mexarnizmamu.

Bopukonazon-Bicta Mmae moMipHuii BIUTUB Ha 3/1aTHICTh KEPYBATH aBTOMOO1IeM ab0 IpaIfoBaTH 3
MexaHi3mMamu. llpemapar Moke BHUKJIMKATH TPAH3UTOPHI Ta 3BOPOTHI MOPYIIEHHS 30Dy,
3MIHEHE/TIOCUJIEHE 30pOBe CHPUUHATTA Ta/abo ¢otodobito. Y pa3i BUHUKHEHHS TaKUX CHUMIITOMIB
MaIie€HTaM CJIiJi YHUKATH MOTEHIIMHO HEeOe3MeYHoi MisSUIBbHOCTI, HAPUKIIAJ, BOJIHHS aBTOMOOLIS
a00 poOOTH 3 MEeXaHI3MaMH.



Cnoci6 3acmocysanns ma 0o3u.

[Tepen modaTtkoM 3acTocyBaHHs mpernapaTy Bopukonaszosn-Bicta Ta mpoTarom Horo 3acToCyBaHHS
HEOOXITHO MPOBOAUTH MOHITOPHUHT MOPYIIEHb €NEKTPOJITHOrO OajaHCy, TAKHX SIK TiMOKaJieMisd,
riMOMar”ieMiss Ta TIMOKaNbIIEMIs, Ta TMPU HEOOXITHOCTI MPOBECTH iX KOPEKIi (IWB. PO3ALT
«Oco0IMBOCTI 3aCTOCYBAHHS).

PexomenmoBano BBomuTH Tpenapatr Bopukonazon-Bicta 3 MakCMManbHOK — IIBUAKICTIO
3 MI/KI/TouHYy npoTArom 1-3 roaus.

JlikyeanHus.

Jlopocmi. JIasi MOCATHEHHS B TNEpIIMK JE€Hb KOHLEHTpAIiil y mmiasmi KpoBi, ONHM3BKUX 0
PIBHOBXHHMX, Tepamito mpenapatoM Bopukonaszon-Bicta ciii po3modynHATH 3 BiIMOBITHOTO
PSKUMY HABaHTAXYBIBHUX J03 IEPOpPaJbHO a00 BHYTPIIIHBOBEHHO. 3 OIJISAY HA BHCOKY
OiogoctynHicTh npenapaty Bopukonazon-Bicta mpu nepopanbHoMy 3actocyBaHHi (96 %), npu
HAsBHOCTI KJIIIHIYHHUX IMOKa3aHb MOYKHA 3MIHIOBATH IUISAX HOro BBEJICHHS BHYTPIITHHOBEHHOTO Ha
nepopajabHui 1 HaBmaku. JleranbHi peKoMeHallii o0 A03yBaHHs HaBeeHI B TAOIHII 5.

Tabmuns 5
Cxema 3acToCyBaHHSA BayTpimHsroBEeHHO ITepopanbHo
[MamienTn 3 macoro | IlamienTn 3 Macoro
tina 40 kr abo tina menme 40 kr*
OuIbIIIe™
Hasanmaoicysanvhi 0osu 6 mr/kr koxHi 12 roguda |400 mr koxHI1 200 mr xoxHi
(mpoTsirom nepimux 24 roauH 12 rogun 12 roqun
JKyBaHHS)
LTiompumyroui 0osu 4 mr/kr 2 pa3u Ha 100y |200 mr 2 pa3u Ha 100 wmr 2 pa3u Ha
(uepe3 24 roauHHA TiCISA 00y 100y
MOYATKY JIIKYBaHHS)

*Y ToMy YHCII IS TIAIi€HTIB BIKOM Bix 15 pokiB.

TpuBamicte sikyBaHHs. TpuBaNicTh JIiKyBaHHS Mae OyTH SKOMOTa KOPOTIIOK, 3aJ€KHO BiJ
KJIIHIYHOI Ta MIKOJIOTIYHOI BiAMOBiAlI mMarieHTa. Y pa3i HEOOXiIHOCTI 3aCTOCYBAaHHS Ipenapary
nonay 180 nHiB (6 MicsMiB) CITiJ] TPOBECTH PETENbHY OLIHKY CITiBBIIHOIIEHHS KOPUCTI Ta PU3HUKY
(muB. po3ainu «PapmakoguHamika» Ta «OCOOTMBOCTI 3aCTOCYBAHHS).

Kopekuiss 1034 ang jopociux. Km0 NalieHTH HE 3/4aTHI MEePEHOCUTH BHYTPIIIHHOBEHHE
3aCTOCYBaHHA TNpenapaTry B 1031 4 MI/Kr 2 pa3u Ha A00y, CliJ 3MEHUIMTH 103y Mpernapary 1o
3 Mr/kr 2 pa3u Ha 100y.

Sxmo y marieHTa ajekBaTHa BIJAMOBIAb HA JIKYBaHHS BIJCYTHA, MIATPUMYIOUY 103y MOKHA
30umpmmTH 10 300 Mr 2 pasu Ha 100y nepopanbHo. [lamientam 13 macoro Tina menme 40 Kr 103y
npernapary MoxkHa 301abuTH 10 150 Mr 2 pa3u Ha 700y nepopabHo.

[NamieHTaM 13 HEMEPEHOCHMICTIO 3aCTOCYBaHHs 30UTBIIEHUX 03 TMperapary Clifl TOCTYIOBO
3MeHIIyBaTH 1103y Ha 50 Mr no pgocsrHeHHs mniarpumyrodoi aozu 200 mr 2 pasu Ha 100y
nepopainbHo (un 100 Mr 2 pa3u Ha 700y MepopalIbHO MaIllEHTaM 13 Macoro Tiia MeHie Hix 40 Kr).
VY pa3i nosBM MOOIYHUX peakilii, MOB’S3aHUX 13 JIKYBaHHSAM, CJIiJ] NPUIUHUTH 3aCTOCYBAaHHS
BOPUKOHA30Jly Ta pO3IMOYaTH 3aCTOCYBAHHS aJbTEPHATUBHUX MPOTUIPUOKOBUX 3aco0iB (JIHUB.
posainu «PapmakonuHamika» Ta «[lo0GiuHI peakiii»).

[in0ip 103M MpU OAHOYACHOMY 3aCTOCYBAHHI 3 1HIIMMU 3acob0amu. OJHOYACHO 3 BOPUKOHA30JI0M
MO’KHa 3acTOCOBYBaTH pu(pabyTMH abo (eHITOIH 3a YMOBU MiABHIIEHHS MIATPUMYIOUOi 103U
BOPHUKOHA30Jy /10 5 MI/KT 2 pa3u Ha 100y BHYTPIIIHbOBEHHO (AMB. po3aui «B3aemonis 3 iHIIKMU
JKapchbKUMHU 3ac00aMHM Ta 1HIII BHJM B3aEMOAI» Ta «OCOOIMBOCTI 3aCTOCYBAHHS).

OpHo4YacHO 3 BOPUKOHA30JIOM MO’KHA 3acTOCOBYBaTH e(daBipeH3 3a YMOBH IMiJIBULICHHS
HiATPUMYIOUOT 103U BopHKoHa30my A0 400 Mr koxkHi 12 roguH Ta 3HIWKEHHS 103U edaBipeH3y Ha
50 %, To6to mo 300 mMr 1pa3 Ha moOy. Ilicas BigMiIHM BOPWMKOHA30JIy CIIiJT 3aCTOCOBYBATH
MOYaTKOBY 7103y edaBipeH3y (AuB. po3aian «B3zaeMomist 3 IHIIMMH JTIKapCHKUMH 3ac00aMH Ta 1HIII
BHJIU B3aeMOI1i1» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).

[armienTu JiTHROrO Biky. Hemae HeoOXiZHOCTI B KOpEKIii J03U Malli€eHTaM JITHBOTO BIKY (JIMB.
po3ain «PapMaKOKIHETHKAY).




HopymienHs QyHKIIT HUPOK. Y MAIi€HTIB i3 HUPKOBOIO HEAOCTATHICTIO BiJf HOMIPHOTO JI0 TSXKKOTO
cTyneHs (KiaipeHc kpeaTuHiny <50 MJI/XB) BiIOyBa€ThCS HAKOMMWYEHHS HATPIIO [-IIUKIOAEKCTPUHY
cynb(oOyTunoBoro edipy. TakuMm maimieHTaM CIiJi 3aCTOCOBYBaTH BOPUKOHA30J1 MEPOPaJbHO, 3a
BUHATKOM KOJIM KOPHUCTb BiJl 3aCTOCYBaHHS BOPUKOHA30J1y BHYTPIIIHBOBEHHO MEPEBUILYE PUZUKH.
Takum manieHTaM HEOOX1IHO MPOBOJUTH PETEIbHUN MOHITOPUHT PIBHS KpEaTWHIHY Y CHpPOBATI
kpoBi. Ilpu #oro miABHINEHHI CIiJ PO3TJASHYTH JOIUIBHICTE 3MIHM MUIAXY 3aCTOCYBaHHS
BOPUKOHA30JIy Ha MEPOpaNbHUH (IUB. po31i1 «DapMaKOKiHETHKAY).

Kiipenc BopukoHazony mnpu remomianizi craHoBUTh 121 mur/xB. KuIbKICTh BOPHKOHA30Jy, IO
BUBOJIUTHCS MPOTATOM CEAHCY IeMOiallizy TPUBAJICTIO 4 TOJMHH, HEIOCTATHS Ui BUHUKHEHHS
HEOOX1THOCTI B KOPEKIIii 103H Mpernapary.

Krnipenc HaTpio B-IHUKIOACKCTPUHY Cyab(oOyTIIOBOTO edipy NHpH TreMojiani3i CTaHOBHUTH
55 MuI/xB.

Hopymenns ¢yHkiii nedinky. [lamieHTaMm i3 TUPO30M MEYiHKH JIETKOTO Ta MOMIPHOTO CTYIIEHS
TsDKKOCTI (Kiac A a6o B 3a kmacudikariiero Yaiinga-11’10) pekoMeH10BaHO 3aCTOCOBYBATH 3BUYANHI
PSKUMHU HABaHTAXYBAIBHUX /03, MPU LBOMY MIATPUMYIOUY 103y HEOOXiIHO 3MEHIIUTH BABIUi
(muB. po3nin «DapMaKOKiHETHKAY).

JlocnikeHHsT 3aCTOCYBaHHS Mpenapary BopukoHason-Bicta mamieHTaM i3 TSHOKKUM XPOHIYHHM
uupo3oM nedinku (kinac C 3a knacudikauniero Yaitnaa-11"10) He mpoBoauiIn.

Iadopmariss momo Oe3meKr BOPUKOHA30Jy IPH 3aCTOCYBaHHI MAIliEHTaM 13 BIIXWJICHHSAMH Y
pesynbratax neyinkoBux npod (ACT, AJIT, nyxHa docdaraza Ta 3aranpHuii 611ipy0iH OUIbIIE HIXK
y 5 pa3iB MepeBUIIYIOTh BEPXHIO MEXY HOPMHU) OOMEXKeHa.

3acrocyBaHHs mpenapaty Bopukonazon-Bicta acomiroBanocs i3 MiABHUILEHHSM PiBHS MOKa3HUKIB
GyHKIIA TEeYiHKK Ta KIIHIYHUMH O3HAaKaMH YpPa)KCHHS MEYiHKH, TAaKUMH SK JKOBTSHHIS, TOMY
3aCTOCOBYBAaTH Ipernapar IMalieHTaM 13 MOPYIIEHHSAMH (QYHKIIH NEYiHKU TSXKKOTO CTYIEHsS
HEOOXiTHO JHIIEe TOXi, KOJMM KOPHCTh NepeBakae NOTeHHiWHuH pusuk. Crmix 3aificHIOBaTH
peTenbHUI HariIs)( 3a MalieHTaMu 3 MOPYIIEHHSAM (YHKIIT MEeYiHKM LI0J0 PO3BUTKY TOKCHYHUX
edexTiB mpenapary (quB. po3ain «I1o6iuHi peakiiin).

Mertoza 3acTOCyBaHHS.

[lepen 3acTrocyBaHHAM Yy BUIJISAI BHYTPIIIHBOBEHHOI iHQY3ii mpemapar ciijg BiTHOBUTH Ta
po3Bectu. Bopukonazoin-BicTa He npu3HadeHuil 1y 60II0CHOTO BBEICHHS.

Just orpumanHns 20 MII TPO30POTO KOHILEHTPATY, 110 MIicTUTh 10 MI/MJI BOPHKOHA30ITy, MTOPOIIOK
ciin po3urHUTH Y 19 M Boau [uist iH’ekuiit abo y 19 M po3unny Hatpiro xmopuay 9 mr/mi (0,9 %)
g 1HQy3ii. He cmig BukopucroByBatH (QuiakoH 13 mpemnaparoM Bopuxonaszon-Bicra, skio
PO3UMHHHMK HE BCMOKTYETBHCS y (PJIaKOH MiJI CHIIOI BakyyMy. PeKoMeHlyeThCsi BUKOPUCTOBYBATH
CTaHJApTHUM (HE aBTOMATMYHUMN) IINPHUIL] MICTKICTIO 20 MJT [Uid 3a0€31e4eHHs] BHECEHHS TOYHOIO
00’eMy (19 mi) Boau A 10’ ekuiif a00 po3uuHy HATpito XJIopuay A iHy3ii 9 mr/mi (0,9 %).
[Ipenapar mpu3HAYEHW# JUIIE IS Pa30BOTO BHKOPHCTAHHS, BHKOPHCTOBYBAaTH MOKHA TUTBKU
MIPO30puUil pO3UMH, BUTbHHUM BiJl MEXaHIYHUX JOMIILIOK.

Jnst omepkaHHs pO3YMHY, TpUAATHOro s 1HGY31i, HeoOXimTHuKA 00’€M OJepKaHOro MiCIs
PO3UMHEHHS KOHLIEHTPATy CJiJ J0JaTH O CYMICHOIO 3 IpernapaToM PeKOMEHJO0BAHOI'O PO3UYHHY
utst 1HGY31i (neTanbHa iHGopMarlis HaBeeHa y TabmuIll 6) s oJiepKaHHS PO3YHMHY BOPUKOHA30TY
13 KoHUeHTpauieo 0,5-5 mr/mi.

Tabmus 6
Heo0xiaH1 06’ €M1 KOHIIEHTpatTy npenapary Bopukonaszon-Bicta (10 mr/mi)

Maca O6’em xkoHmeHTpaTy mpenapary Bopukonazon-Bicra (10 wmr/mut), HeoOXimHWA st

Tina OJIepIKaHHS:

(xr) 103U 3 MI/KT 1o3u 4 Mr/xr 03U 6 MI/KT 03U 8 MI/KT 03" 9 MI/Kr
(KUTBKICTH (KLTBKICTH (KUTBKICTh (KLTBKICTH (KITBKICTH
(h1aKoHIB) (h1aKoHIB) (b1aKoHIB) (haKoHIB) (b1aKoHIB)

10 — 4,0 ma (1) — 8,0 M (1) 9,0 M (1)

15 — 6,0 mi (1) — 12,0 Mz (1) 13,5 M (1)

20 — 8,0 mu (1) — 16,0 mu (1) 18,0 mu (1)

25 — 10,0 M (1) — 20,0 mi (1) 22,5 mi (1)

30 9,0 mi (1) 12,0 m (1) 18,0 Mz (1) 24,0 M1 (2) 27,0 M (2)




35 10,5 mu (1) 14,0 mi (1) 21,0 mn (2) 28,0 mi (2) 31,5 M1 (2)
40 12,0 m (1) 16,0 M (1) 24,0 mit (2) 32,0 mit (2) 36,0 mut (2)
45 13,5 mu (1) 18,0 mur (1) 27,0 M (2) 36,0 M1 (2) 40,5 ma (3)
50 15,0 mu (1) 20,0 M (1) 30,0 mu (2) 40,0 M1 (2) 45,0 mi1 (3)
55 16,5 mu (1) 22,0 M1 (2) 33,0 M (2) 44,0 ma (3) 49,5 mi (3)
60 18,0 mu (1) 24,0 M (2) 36,0 mu1 (2) 48,0 ma (3) 54,0 mi (3)
65 19,5 mi (1) 26,0 M1 (2) 39,0 M (2) 52,0 M (3) 58,5 mi1 (3)
70 21,0 M (2) 28,0 M1 (2) 42,0 ma (3) — —
75 22,5 m1 (2) 30,0 Mt (2) 45,0 mi (3) — —
80 24,0 M (2) 32,0 M1 (2) 48,0 ma (3) — —
85 25,5 mi (2) 34,0 M (2) 51,0 ma (3) — —
90 27,0 M1 (2) 36,0 M1 (2) 54,0 M (3) — —
95 28,5 mi (2) 38,0 M1 (2) 57,0 mi (3) — —
100 30,0 M1 (2) 40,0 ma (2) 60,0 M1 (3) — —

BigHoBnenuii po3unH Moxe OyTH pO3BEICHUI HACTYITHUM YHHOM:

— 9 mr/mi (0,9 %) po3unHOM HATPIIO XJIOPUAY AJIS 1H €KIIH;

— CKJIQJIHUM PO3YMHOM HATPIIO JIAKTATY JJIsl BHYTPIITHLOBEHHUX 1HQY31i;

— 5 % pO3YMHOM TIIIOKO3U Ta PO3YMHOM PiHrepa nakraTy A BHYTPIIIHOBEHHHX 1HQY31i;

— 5 % pozunnom riroko3u Ta 0,45 % po3uynHOM HATPIiIO XJIOPHUAY IS BHYTPIIIHHOBEHHUX 1HPY31if;
— 5 % pO3YMHOM TIIIOKO3H JIJIsl BHYTPIIIHBOBEHHUX 1H(DY3ii;

—5 % po3unHoM rmoko3u y 20 MEKB Kaito XJI0puay A BHYTPILIHBOBEHHUX 1H(Y31i;

— 0,45 % pOo3YMHOM HATPIIO XJIOPUIY IS BHYTPIITHHOBEHHUX 1H(Y3IH;

— 5 % pozunnom riroko3u Ta 0,9 % po3unHOM HATPIIO XJIOPUIY AJI BHYTPIIIHEOBEHHHUX 1HQY31H.
CyMiCHICTh BOPHKOHA30JTy 3 IHIIMMU PO3YMHHUKAMH HEBIJIOMA.

Bynab-sKi 3a1UIIKK HEBUKOPUCTAHOTO PO3YUHY CIIiJI yTUITI3YBAaTH BIAMOBIIHO IO MiCIIEBUX BUMOT.
Iadopmartis momo 3acTocyBaHHs MMpemapary 3 METO MPO(GLTAKTUKYA HaBEIeHA HIKYE.
Ipoghinakmuka y oopocnux i dimetl.

[MpodinakTuky MmoTpiOHO TOYaTH B JIEHb TPAHCIUIAHTAIl; ii TPUBAIICTh MOXKE CTAHOBUTH JIO
100 gniB. IlpodinakTika MOBUHHA OYyTH SIKOMOTa KOPOTIIOI 3aJIEKHO BiJl PU3HKY PO3BUTKY
1HBa3WBHUX TPUOKOBUX 1H(MEKIIIH, K1 BU3HAYAIOTHCS 32 O3HAKaMU HEUTponeHii abo IMyHOCYIpecti.
ITponoBxenHs npodinaktuku 10 180 qHIB micas TpaHCIIAHTALll MOXIIMBO JIUILE Y pa3i TPUBAKOYOT
IMyHOCyTpecii abo peakilii «TpaHCIIaHTaT MIPOTHU Xa3siHay.

JlosyBaHHs. PekoMeH10BaHUN peXUM J03yBaHHS 3 METOI NMPO(IIAKTUKU TakKui caMui, K MpH
JIKYBaHH1 y BIJINOBIAHUX BIKOBUX Ipymnax (IuB. Tabmuii S 1 6).

TpuBanicte npodinakTuky. be3neka Ta eQeKTHUBHICTb 3aCTOCYBAaHHS BOPUKOHA30Jy IPOTATOM
ounpe Hixk 180 1HIB He Oy/IM HaJIeKHUM YMHOM BHUBYEHI B KIIIHIYHUX BUNPOOYBaHHSX.
3acTocyBaHHsS BOPUKOHA30Jy 3 METOIO NMPOMITaKTUKHU MPoTAroM Ounbiie Hix 180 aHiB (6 MicsLiB)
BHUMarae peTesbHOI OL[IHKU CITIBBIIHOIIEHHS KOPUCTI Ta PU3HKY.

HacrynHa iHdopMallis cTOCYEThCS SIK JIIKYBaHHS, TaK 1 TPO]iakTUKH.

Kopueyeannsa ooszu. KopuryBanHs 103u y pa3l HEIOCTaTHhOI €(EKTHUBHOCTI ab0 pPO3BUTKY
MOB'SI3aHUX 3 JIKYBaHHSAM MOOIYHUX peakliii He PeKOMEHIYEThCS NMPHU 3aCTOCYBaHHI Mpernapary 3
METOI0 MPOPUIAKTUKH.

imu.

Bopukona3zon-Bicra 3acTtocoBytoTh MiTsM BikOM Bix 2 pokiB. besneka Ta eQeKTHBHICTh
3aCTOCYBAHHS IMpernapaTy JITSAM BIKOM /0 2 POKIB HE BCTAHOBJIEHI.

[ndopmartis mo10 3acTOCYBaHHS Mpenapary 3 METO0 MPO(MUIAKTUKY JITSIM HaBe/leHa BUIIE.

Hitu BikoM 2-12 pokiB Ta miTe BikoMm 12-14 pokiB i3 macow Tina < 50 kr. PekomeHayeThCcsl Taka
cxema JIiKyBaHHS

Tabmmis 7

(Cxema 3acToCyBaHHs BHYTpIIIHEOBEHHO ITepopanbHo

9 MI/KT KOXHi
12 roauu

HaBanTaxxyBanbpHa J103a (IIpOTITroM
nepmux 24 roauH)

He pexomennyerbes




[TinTpumytoua no3a 8 mr/kr 2 pa3u Ha 9 mr/kr 2 pas3u Ha 100y
(mmicnst mepmux 24 TOIUH) 00y (MakcUMalbHA 10332 CTAHOBUTH
350 mr 2 pa3u Ha 100Y)

PexomeHyeThCSI PO3MOYMHATH Tepamilo 13 BHYTPIIIHBOBEHHOTO 3aCTOCYBaHHSA, a MOJKJIMBICTh
3aCTOCOBYBAaTH TMpernapaTr IMepopaabHO CIIiJ PO3TJISHYTH JUINE IICIs JOCSITHEHHS 3HAYyIIOro
KIIHIYHOTO TIOKpAIleHHS CTaHy. BHYTpIIIHBOBEHHA 032 8 MI/KI 3a0e3MeYUTh EKCIO3HIIII0
BOPUKOHA30J1y TPHOJM3HO y 2 pa3u OUIbIIy 3a E€KCIO3WII0 TPH 3aCTOCYyBaHHI J03W 9 MI/KT
NEPOPAIBHO.

Hitsam BikoM 12-14 pokiB 13 Macor Tita > 50 kr Ta BikoM 15-17 pokiB He3aJIe)KHO BiJ MacH Tiia
CJIiJ] 3aCTOCOBYBATH TaKi K caMi 03U BOPUKOHA30MY, K 1 U1 JOPOCIIUX.

I1ig6Gip mo3u mitsaM BikoM 2-12 pokiB Ta mitaMm BikoM 12-14 pokiB i3 Macor Tuia < 50 xr. Skmro
BIJIIOBIb TalliEHTa Ha JIKYBaHHS HEIOCTaTHsA, 03y Ipernapary BHYTPIIIHBOBEHHO MOKHA
30i1bIIyBaTH 1O 1 MI/KT. SIKIO MAIliEHT HE MEPEHOCUTH JIIKYBaHHS, 103y Npenapary BopukoHnaso-
Bicra BHYTpIIIHBOBEHHO HEOOX1THO 3HIKYBATH 1O 1 MI/KT.

3acTocyBaHHS TIpemapary THalieHTaM BikoM 2-12 pokiB 13 HHUPKOBOIO ab0 IE€YiHKOBOIO
HEJOCTATHICTIO HE MOCIiKyBanu (quB. po3aim «DapmakokineTnkay Ta «I1o014H1 peakiii»).

Ilepeoo3ysanns.

y XOJi KIIHIYHUX JOCHIKeHb OylI0 3apeecTpoBaHO 3 BUMNAAKHU Mepefo3yBaHHs Mpemnapary. Yci
BUMA/IKH 3a(iKCOBAHO y IiTeH, Ki OTPUMaJIA BHYTPIIIHBOBEHHY /103y BOPHKOHA30ITy, IO Yy 5 pa3iB
nepeBuIlyBana pekoMeHaoBany. [Ipu nupbomy Oyno 3adikcoBaHO JHIle OJHY HeOaKaHy peakiiio y
BurisiAl potodooii TpuBamictio 10 XBUIHH.

AHTHUAOT 10 BOPUKOHA30Ily HEB1IOMUI.

Knipenc BopukoHazonmy mnpu remomianizi  craHoBuTh 121 mu/xB. KiipeHc HamoBHIOBaua,
riapokcunponinOeragekcy, Npu remojianidi craHoBuTh 37,5+24 mn/xB. llpu mnepenosyBaHHi
reMoJIiaii3 MOKHA BUKOPUCTOBYBATH ISl BUBEJICHHSI BOPUKOHA30JIY Ta TiIPOKCHIIPOIIIOCTAIEKCY
3 OpraHizmy.

Ilo6iuni peaxuii.

Pestome mpodinto 6e3nexu

ITpodins G6e3nexn BOpUKOHA30 1y 0a3yeThCsi Ha KOMIUICKCHIM 0a3i 1aHuX 3 Oe3Neku, OTpUMaHUX Y
JOoCIKeHHAX 3a yyacTio moHa 2000 marieHTiB (y ToMy uncii 1655 marieHTiB, iK1 3aCTOCOBYBAJIU
npenapar Juisd JiiKyBaHHsA, Ta 279 mamieHTIB, sKi OpuiiManu #Horo ans npodinaktuku). Bonu
SBJISIIOTH  COOOI0 TeTEpPOreHHY TOMYJAIi0, M0 BKJIIOYajga TAII€HTIB 31  3JOSKICHUMH
3axBOpIOBaHHAMM KpoBi, BIJI-iH(pikoBaHMX Malli€eHTIB 3 KaHAWJ030M CTPABOXOJy Ta IPUOKOBHUMHU
1H}EKIIAMH, SIK1 BaXKKO IMiIIAI0THCS JIIKYBAHHIO, MAIIEHTIB 3 KAaHAUAEMIEI0 a00 acreprmibo30M, 110
HE CYMpPOBOKYBAIIMCS HEUTPOIIEHI€I0, Ta 3MOPOBUX J0OPOBOMNBIIB. Y 705 malli€eHTiB TPUBAIICTh
JIKYBaHHS BOpPMKOHA30JIOM IepeBulllyBaia 12 TWXKHIB, 3 HuUX 164 manieHTH OTpUMYBaJIU
BOPUKOHA30JI MPOTATOM MOHAJ] 6 MICSIIIB.

Haii6inpln nmommMpeHuMH 3apeecTpoBaHMMM HeOaXaHMMM pPEaKLisIMH OyiM MOpYILIEHHS 30pY,
MmipeKcis, BHUCUMAHHA, OJIOBaHHsS, HYJO0Ta, Jiapes, TOJOBHUI Oinb, nepudepuuHuii HaOpsK,
aHOMaJIbHI Pe3y/bTAaTH NEYIHKOBUX MPOO, MOPYIIEHHS JUXaHHS Ta OlIb Y )KMBOTI.

TsokkicTe HeOakaHUX peakuid 3a3Buyail Oyna cinaOkoro abo momipHoro. [Ipu anamizi JaHux 3
Oe3nekd 3a BIKOM, pacoBOI0 NPUHAJEKHICTIO Ta CTAaTTIO KIIHIYHO 3HAUyIIOl pI3HMII He
BlI3HAYAJIOCS.

[epenik Mo6IYHUX peakiini

OcCKinbKM OUIBIIICTh JOCTIIKEHb HOCHUJIM BIIKPUTUH Xapakrep, y Tabmuui 8 mepeniueHi Bci
HeOakaH1 peaxilii 3 po3MoIijIoM 3a KJIaCOM CUCTEMH OPTaHiB Ta YaCTOTOK BUHHUKHEHHS.

Kareropii yacrotu BUpa)keHi TaKMM YMHOM: Ayxe nomupeni (> 1/10); mommupeni (Big > 1/100 mo <
1/10): menommpeni (Bixm > 1/1000 mo < 1/100); piakicui (Big > 1/10 000 mo < 1/1 000); myxe
piaxicHi (< 1/10 000); HeBimomi (He MOKHA BU3SHAYUTH 32 HASIBHUMU JTaHUMHU ).

VY Mexax KOKHOI TPYyNU 4acTOTHOCTI HeOa)kaH1 sIBUIIA IMPEJICTaBJl€HI B MOPSAKY 3MEHIIEHHS iX
TSKKOCTI.




Ta6mums 7
Heb6axani peakitii, 3apeecTpoBaHi y MaIi€HTIB, IKi OTPUMYBAJIA BOPUKOHA30JT

Kiac cucremu opranis

‘ Heb6axana peakiiis Ha mpenapar

Ingpexyii ma ineasii

[Tommpeni

["acTpoeHTepHT, CHHYCHUT, TIHTIBIT

Henommpeni

[TceBnoMmeMOpaHO3HUIN KOJIT, JTIM(aHTIT,
TIEPUTOHIT

JlobposiKicHi, 310KiCHI ma HeYMOUHEHT

HOB0YMBOPEHH sl (8KI0Yaouu Kicmu ma nouinu)

Hesinomi

[TnockoKIIITHHHA KapiuHOMa™

3 boky cucmemu Kposi

[MTommpeni ATpaHyJIOIUTO3, TAHIUTONCHIS,
TPOMOOIIUTONEHIS, AaHEMIS
Henommupeni CHHJIIPOM JMCEMIHOBAaHOT BHYTPIIIHbOCYIMHHOT

KOaryJsiii, HeAOCTaTHICTh KICTKOBOTO MO3KY,
JIeHKOIIeHis, JTiMpaaeHonaris, €03uHOMTIS

3 6oy imynnoi cucmemu

[Tommpeni ['inepuyTiuBiCTH

Henommpeni AmnadinaktoinHi peakuii

3 60Ky eH0oKpunHOi cucmemu

Henommpeni HenocraTHiCTh HATHUPKOBHX 3aJ103, TIOTUPEO3
PinkicHi I'ineptupeos

3 b6oxy 0bMIHY peyosuH ma xapuy8aHus

Jyxe nommpeni [Tepudepuyunnii HaOpsK

[Tommpeni ['inormikemis, rimokaiieMis, TioHaTpieEMis

3 boxy ncuxixu

[Tommpeni Jenpecis, ramonuHarii, TPUBOKHICTh, 0€3COHHS,

30y/PKeHUH CTaH, CIUTYTaHICTh CB1IOMOCTI

3 boky nepsosoi cucmemu

Jyxe nommpeni

I'osioBHUIL O1Ib

[Tommpeni Cynomu, TpeMop, mapecTesis, apTepiajiboHa
rinepTeoH3isi, COHIUBICTh, HETPUTOMHICTB,
3arraMOPOYEHHS

Henommupeni HaOpsik Mo3Kky, eHiedanonaris, ekcTpanipamiasi
po3naau, nepudepruyHa HEHpoIarisi, aTakcis,
rirmoecTesis, JUCreB3is, HicTarMm

PinxicHi [TeuinkoBa eHuedanonaris, cuaapom [ iliena-
Bbappe

3 60Ky opeanis 30py

Jyxe noummpeni [ToripiienHs 30py (Y TOMY YHCII HEYITKICTh 30Dy,
xpomarorcis Ta HoTodo0is)

[Tommpeni KpoBOBUIIUB y CITKIBKY

Hemnomupeni OkynoripHuii Kpu3, HAOPsSK 30pOBOTO HEPBA,
MTOIIKO/PKEHHSI 30pOBOTO HEPBa (Y TOMY YHCITI
HEBPHUT 30pOBOT0 HEPBA), CKIIEPHT, O1eapyT, AUTIIONIS

PinkicHi ATpodisi 30pOBOTro HEpBa, MOMYTHIHHS POTiBKH

3 OOKy OpraHiB CIyXy

Henommpeni | Minoaxysisi, BepTHro, mym y Byxax

3 boky cepyego-cyOunHoi cucmemu

[Tommpeni

HaauurynoukoBa apuTmist, Taxikapis,
Opanukapis, apTepianbHa inoTeHsis, ¢aedit

Henommpeni

@i0puIIsiLisl LUTYHOUYKIB, IUTYHOYKOBA
eKCTPACcHCTOJIa, HAAIUTYHOYKOBA TaXiKapaisd,




HITYHOYKOBA Taxikap/isi, TpoMOodiedit

PinkicHi

[IImyHOYKOBA TaxXiKapAis TUILY «IIipyeT», MOBHA
aTPIOBEHTPUKYJISIpHA OJI0Kaa, O10Kaaa HIXKKA
ny4ka ['ica, By310oBuil put™m

3 b6oky ouxanvHoi cucmemu

Jyxe nommupeni

IlopymenHs quxaHHs

[Tommpeni

CHHIIpOM TOCTPOro po3aay AUXaHHs, HAOPSK
JICT€Hb

3 60Ky WIYHKOBO-KUWUKOBO20 MPAKMY

Jy>xe nommpeni

binb y )xuBOTI, HyZ0Ta, OJIFOBAaHHSI, Jliapest

[Tommpeni

Jucnerncis, 3amop, Xeuir

Henommpeni

[Tankpeatur, AyoJIeHIT, TTIOCUT, HAOPSK S3HKa

3 boky eenamobiniaproi cucmemu

Hyxe nomupeni

BinxuseHHs NOKa3HUKIB MEYiHKOBUX MPOO (y TOMY
gucm ACT, AJIT, nyxHoi ¢pocdarasu,

raMMma-riIyTamil TpaHCIeNTHIa3H, JIAKTaT
JIeriIporeHasu, OuIipyoiny)

[Tomumpeni KoBTsaHUIIA, X0JIeCTaTUYHA >KOBTSIHULIA,
rermaTuT
Henommpeni IleuinkoBa HEAOCTATHICTh, remaTOMETalis,

XOJIELMCTHUT, X0JeiTia3

3 6oxy wKipu ma niOwWKIipHUX MKAHUH

[Tommpeni

Bucunauus

Hemnommupeni

ExcdomniatuBauii nepMatuT, MaKyaoNnamnyibo3Hi
BHCHUIIaHHS, CBEpOiXK, aJoMellis, epuTeMa

Hemnommupeni

TokcuyHMi ermiiepMatbHAN HEKPOJTi3, CHHIPOM
CriBenca-J>)xoHCOHa, oTiMop(dHa epuTeMa,
aHrioeneMa, ajJepriyHui 1epMaTHuT,
KpOIIMB’STHKA, 1copia3, OTOTOKCHYHICTD,
MaKyJISipHI BUCUTIAHHS, TATyJIb03H1 BUCUTIAHHS,
mypIrypa, eK3eMa

Pigxicui

[IceBnonopdipis, cTilika TiKapcbka epuTema,
aKTHUHIYHUH KepaTo3™

Hesigomi

UepBoHuil BoBuak™, eenigu®, neHTuro™

3 60Ky KicmKo8o-M 5130601 cucmemu

[Tommpeni

binp y cninHi

Henommupeni Aptput

Hesinomi Ilepioctutr*

3 6oky ceuosudinbHOI cucmemu

[Tommupeni I"'ocTpa HUPKOBA HEAOCTATHICTh, TEMaTYPisl
Henommupeni T'octpuiil TyOynspHuil HEKPO3, MPOTETHYPIs,

HepUT

3acanvui posnaou ma peaxyii' y micyi 66e0enns

Jyxe nommpeni [Tipekcis

[MTommpeni binb y rpyasx, HaOpsk oOIu4dYs, acTeHis,
TPUMONOAIOHE HE3Ty>KaHHSI, 03HOO

Henommupeni Peaxmisg B micii 10’ ekl

Jlabopamopni nokaznuku

[Tommpeni [ligBuIIeHHs piBHS KpeaTHHIHY B KPOBI

Henommpeni ITonossxenns inrepany QTc Ha

eJIEKTpOKapAiorpami, MiIBUILIEHHS PIBHS
CEYOBHMHH y KPOBI, IiIBUIIICHHS PIBHA




XO0JIECTEPUHY B KPOBI

*HebakaHi peakiiii, BUSBIICH] IIiJl 4ac MOCTPEECTPALIHOIO 3aCTOCYBAHHSI.

Onuc okpeMux Mo6iuHUX peaxiin

Hopywenns 30py

VY Xozi KINHIYHUX JAOCTIIKEHb MMOPYIIESHHS 30pY MPU 3aCTOCYBaHHI BOPUKOHA30JTY CIIOCTEPIranucs
Iy’Ke 4acTo. Y TepaneBTHYHUX JOCITIDKSHHSAX MOPYIIECHHS 30py OYyJI0 Ty’Ke MOIIMPEHOI0 PEAKIIi€I0
Ha 3aCTOCYBaHHS BOPHUKOHA30J1y. Y LHX JOCIIDKEHHAX SK [P KOPOTKOYACHOMY, Tak 1 IpU
TpUBAJIOMY JiKyBaHHI npuOmm3Ho y 21 % mamieHTiB Oyno 3apeecTpOBaHO 3MiHEHE/TIOCHIICHE
30pOBE CIPUUHATTS, HEUITKICTh 30pY, 3MIHCHE CIIPUHHATTA KOIbopy abo (orodobiro. [lopymenns
30py OyJiM TPAaH3UTOPHUMH Ta MOBHICTIO OOOPOTHUMHU, OUTBIIICTh MOPYIICHb CIIOHTAHHO 3HUKAIU
npotsaroM 60 XBWIMH, KIIHIYHO 3HAa4YyHIMX TpHUBAJIMX 3MiH 30py He croctepiranocs. [Ipu
OaraTopa3oBOMY 3aCTOCYBaHHI BOpUKOHa307y edekT nmocnabmoBascs. [lopyiiennas 30py Oymu, siK
MPaBUJI0, HE3HAYHUMHU, PIAKO BUKJIMKAIH HEOOXITHICTh MPUITMHEHHS JIIKYBAaHHS 1 HE TPHU3BOIUIH
70 TpUBAIMX HacHiakiB. [lopymieHHst 30py MOXyTh OyTH MOB’s3aHi 3 MiJABUIICHHAM KOHIIEHTpALi
npenapary y miasmi ta/ado 301IbIIeHHAM 103U, MexaHi3M BUHUKHEHHSI PO3JIaJiiB 30py HEBITOMUH,
X04a HaWBIpOTiHIIIE, IO MpenapaT YMHUTH BIUIUB Ha CITKIBKY. B X0xi JOCHIIKEHHS 3a y4acTio
3I0POBHX JOOpPOBOJIBLIB, y SIKOMY BHBYaBCS BIUIMB BOPHUKOHA30Jly Ha (YHKINIO CITKIBKH,
3aCTOCYBAHHS BOPHKOHA30Jly CIPUYMHSIIO 3HMKEHHSI aMIUTITy[d XBWJIb Ha €JIEKTPOPETUHOTpami
(EPT'). EPI" Bu3Havae enextpuyHi curaanu y citkiBui. 3miau EPI” He mporpecyBaiu npotsarom 29
IHIB JIIKyBaHHS Ta TIOBHICTIO NOBEpTANIMCA [0 HOPMH TICJIS NPUIUHEHHS 3aCTOCYBAaHHS
BOPUKOHA30IYy.

€ noBiIOMJICHHSI PO TpHUBaJll HebaXkaH1 peakilii 3 00Ky OpraHiB 30py B IOCTPEECTPALlIHHUN TEPIO.
Jlepmamonociuni peakyii

Y Xoal KIIHIYHUX JOCHI/PKEHb Yy TAIl€HTIB, SKI 3aCTOCOBYBAJIM BOPHUKOHA30J, 4YacTo
criocTepiraiucs peakiii 3 OOKy IIKipH, aje Taki MaIi€HTH MaJH TSHKKI OCHOBHI 3aXBOPIOBAHHS Ta
npuiiManu 0arato CymyTHIX JKapChKUX 3aco0iB. binmpimicTh Bucumanb Oynu Jierkoro abo
MOMIPHOTO CTYNEHS TsHKKOCTI. TspKKI mIKipHi peakiii, y Tomy uucii cuaapom CrieHca-/[)xoHcoHa,
TOKCUYHHMI emiiepMajbHUIl HeKposi3 Ta mnoiiMopdHa epureMa, MiAg dYac 3aCTOCYBAaHHSA
BOPUKOHA30JTy BUHUKAIU PiIKO.

[Ipu mosiBi BUCHMIIaHb CIIiJ] PETENbHO KOHTPOJIOBATH CTaH MAalli€eHTa, Y BHUMAJIKY MPOrPeCyBaHHS
ypaXkeHb HEOOXIJTHO MPUIMHUTU 3aCTOCYBAaHHS BOPUKOHA30ily. € MOBIAOMIJIEHHS INPO MpPOSBU
(OTOUYTIMBOCTI, HAIPUKIIA, €eian, JEHTUTO Ta aKTHHIYHUM KepaTo3, 0COOINBO MPU TPUBAIOMY
JIKYBaHHI.

[ToBimomisocss MpPO  PO3BUTOK IUIOCKOKIITUHHOI KApIMHOMM IIKIPM Yy TAIli€HTIB, SKi
3aCTOCOBYBJIM BOPWUKOHA30J] TMPOTSATOM TPHUBAIOTO TMEPiOAy dYacy; MeXaHi3M IbOro He
BCTaHOBJICHUM.

Ileuinkosi npodou

VY Xoal KIHIYHUX JOCHIJDKEHb 3aCTOCYBaHHS BOPHUKOHA30Jy KIIHIYHO 3HAUyLll BIJXWUJIEHHS Yy
MIOKa3HMUKaxX TpaHcaMiHa3u BUHUKAIU y 13,5 % (258/1918) marieHTiB, K1 NpUiiMaad BOPUKOHA30M.
BinxuneHHsa MOKa3HUKIB MEYIHKOBUX MPOO MOXYTh OYTH MOB’S3aHi 3 MiABUIICHHAM KOHIEHTpAIlli
npenapary y 1miaa3Mi Ta/abo 30UTBIICHHSIM J03U. BUTbIIICTh BIAXWIEHb Y MOKAa3HUKAX MEYIHKOBUX
npo0 3HUKAIM MiJ Yac MOAAJIbIIOr0 3aCTOCYBAaHHS Npernapary 0e3 KOpUTyBaHHS 103U a0o micis
KOPUT'YBaHHS /1031, Y TOMY YHCJI MIiCIs IPUITUHEHHS JTIKyBaHHS.

VY namieHTiB 3 IHIIMMHU TSHKKMMH OCHOBHUMHM 3aXBOPIOBAHHSMH IPU 3aCTOCYBaHHI BOPUKOHA30Jy
1HO/I1 BUHMKAJIM TSDKKI TEMAaTOTOKCHYHI peakilii. BoHU BKITIOUaIM )KOBTSHUIIIO, & TAKOXK TTOOJUHOKI
BUIIQ/IKH I'eMaTUTY Ta NEYiHKOBOI HEAOCTATHOCTI 3 JIETAIbHUMH HACIIIJKaMH.

Peaxyii, nos’sazani 3 ingysiero

[Ipu BHYTPIIIHPOBEHHOMY BBEIE€HHI BOPHUKOHA30JIy 370POBUM JOOPOBOJIBISAM BUHHMKAIM PEaKIii
aHa(UIaKTOITHOTO TUITY, Y TOMY YHCII TillepeMis, rapsika, MOCHUICHE MOTOBUIUICHHS, TaxiKapIis,
MOYYTTS CTUCKaHHS y TpYyIsaX, 3aAMIIKa, 3alaMOpPOYEHHS, HYyJA0Ta, CBEepOLX Ta BHUCHUIAHHA.
CumnTomu 3’ IBJISUTHCS OJIpa3y MICis movaTky iH)y3ii.

IIpoghinakmuxa




VY X071 BiIKPUTOT0, MOPIBHSIBHOT0, 0araTOLIEHTPOBOTO JOCHIKEHHS 3aCTOCYBaHHS BOPUKOHA30TY
Ta ITPaKOHA30Jy ISl IEPBUHHOI MPOQITAKTUKH TOPOCIUM Ta MTITKaM, K1 IEPEHECIN aJoreHHY
TI'CK 6e3 mnomepeanboi migTBepmkeHoi abo woxumBoi II'l, HEoOXimHICTH OCTaTOYHOTO
MIPUIMMHEHHS 3aCTOCYBAaHHS BOPHKOHA30Jy 4epe3 HebakaHi peakiii Oyno 3apeectpoBano y 39,3 %
MAIi€HTIB MOPiBHAHO 3 39,6 % maIieHTiB y rpymi 3aCTOCYBaHHS iTpakoHa3zony. Yepe3 BUHUKHEHHS
OB’ sI3aHUX 13 JIIKYBaHHSIM HEOKaHMX peakiliii 3 OOKy MEYiHKHA 3aCTOCYBaHHsI JOCIIIKYBaHOTO
npenapary Oyno mpunuHeHo y 50 mamientiB (21,4 %), siki nmpuiiManu BOpUKOHa30id, Ta y 18
namieHTiB (7,1 %), sKki npuiiManyu 1TpakoHA30I.

Jimu

besmneka 3acTocyBaHHs BOPMKOHA30J1y JOCHIDKYBajgacss y 285 marieHTiB BikoM Bix 2 10 12 pokis,
AK1 TpUMaTy BOPHKOHA30J y X0 (hapMaKOKiHeTHUHUX nociikeHb (127 miTeil) Ta B pamkax
nporpam 01aroiiHO-T0CTITHUIIBKOTO 3acTOCYBaHHs npemnapaty (158 miteit). Y mux 285 marlieHTiB
IUTAYOTO BiKy mpodinb HeOakaHMX peakuid OyB Takuii camuid, sk y nopociux. Jlani 1momo
3aCTOCYBaHHs Ipernapary, OTpUMaHi B MOCTPEECTPAIlIMHUMA Tepioja, CBiYaTh, IO IIKIPHI peakil
(ocobimBO epuTema) yacTile BUHUKAIOTh y JiTeH, HOK y Jopociux. Y 22 mamieHTiB BIKOM J10 2
POKiB, SIKI OTPUMYBaJHM BOPHUKOHA30J Yy paMKax MporpaMud OJaroaiiHO-I0CTITHUIIBKOTO
3aCTOCYBaHHA, OYJIO 3apeecTpoBaHO Taki HeOaxaHi peakiii (MO0 SAKMX HE MOXHA BHKIIOYUTU
3B’SI30K 13 3aCTOCYBaHHSM BOPUKOHA301Y):

nposiu Gorouyrimsocti (1), apurmis (1), maakpearut (1), miaBHIEHHS piBHA OUTipyOiHY Y KpOBi
(1), migBumenHs piBHsA ne4yiHkoBuX ¢epmentiB (1), Bucumanug (1) Ta HaOpsSK AUCKY 30pOBOTO
Hepa (1). € mMOBiHOMJIEHHS TPO BHIAAKH MAHKPEATUTY Yy TMAIE€HTIB IUTAYOrO BIKY B
MOCTPEECTPAIIAHUAN TTePi0I.

Tepmin npuoamnocmi. 3 poku.

YMmoBH 30epiranus.
30epiraTy B OpUTiHAIBHIN YIAKOBIII ITpH Temreparypi He Bue 25 °C.
30epiraTu y HEAOCTYIMHOMY JUIS JITEH MicIii.

YnakoBka.
[To 200 Mr mopomiKy B CKISHOMY (IaKOHI 3 TYMOBOIO TPOOKOIO Ta aTFOMiHIEBUM KOBIIAYKOM
cucremi flip-off. ITo 1 guakony y kapToHHIH nmayii.

Kareropis Binmycky. 3a penenrom.

Bupoonuk.
Cinron Xicmanis, C.JIL.

Micue3HaxoakeHHsI BUPOOHUKA Ta ajpeca Miclsi IPOBA/KeHHS HOro AisJILHOCTI.
Byn. K/Kacrenno, n°1, Caur boi ne JIno6perar, bapcenona, 08830, Icnanis
(BiAMOBIIATBHMIA 32 BUITYCK Cepii).



