MHCTPYKLIHUA
10 MEJIMLIMHCKOMY TTPUMEHEHHWIO JIEKAPCTBEHHOI'O T1PEITTAPATA
BUDJIYPHUH

PeructpaunoHHblii HOMep:
Toprosoe nanmenoBanue: budaypux
Mesk/1yHapo/HOe HeNAaTeHTOBAHHOE HJIH IPYNNHPOBOYHOE HAUMEHOBAHHE: BOPUKOHA301

JlekapcrBennasi popma: svoduanzat A8 NPUrOTOBJIEHNS KOHHEHFPaFa-AAs-APUEOTOBICHNUS

T — MHH3LIPAB POCCHH
Cocrtas 1907 212

B 1 ¢naxone copepxurcs: COT'JIACOBAHO

Jleucmeyiowee euecmeso: S

BopukoHazon 200 mr

Bcnovoeamenvnvie sewecmea:

Harpuesast coJib cyibpoOyTHIoBOro a¢gupa

oeraunkioaekctpuna (SBECD) 3200 mr
Macca conepkumoro ¢iakoHa 3400 mr
Onucanue

Jlnouausar B BUE NOPUCTOM Macchl 6€10ro WK noytH 6e10ro uBeTa.
dapmakoTepaneBTHYECKAasi TPYNNa: NPOTUBOIPUOKOBbIE CPEACTBA CHCTEMHOTO ACHCTBHS
MPOM3BO/IHbIE TPUA30J1A U TETPA301a.

Koa ATX: JO2ACO03

dapMaKoJI0rH4ecKHe CBOMCTBa

Dapmakoounamuxa

Mexanuzm oeticmeus

BopukoHa3on — MpOTHBOrPMOKOBBIH TMpenapar LWHMPOKOrO CHEKTpa JACHCTBUS W3 TpYMIibl
TpUa30si0B. MexaHusm AeiCTBUS BOPUKOHA30/1a CBA3aH ¢ HHIMOMPOBAHUEM 1EMETHIMPOBAHHS
14a-cTepona, OMOCPEOBAHHOTO uepe3 TIpUOKOBbIH UMTOXpOM Piso, KOTOpbIA sBjSETCS
KJIFOYEBbIM JTanoM OMocuHTE3a sprocteposa. Hakomnnenue 14a-MeTHacTeposia KOppEiupyeT ¢
rnocie/lytolei notepeii aprocreposia B rpuOKOBBIX KIETOYHbIX MEMOpaHax, 4To 00yC/I0BIHBACT
MPOTUBOIPHOKOBYIO aKTMBHOCTb BOPUKOHA30/1a. BbIIO yCTaHOBIEHO, YTO BOpHKOHA301 Gosiee
CeJeKTUBEH B OTHOLIEHWM H30(epMEeHTOB UUTOXpoMa Piso rpuOKOB, yeM B OTHOLICHUH

pa3iMyHbIX GEPMEHTHBIX CUCTEM LIUTOXpOMA Paso MIEKOMUTAKOLIMX.
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[TonoxUTEIbHOW CBSI3U MEXKIY CPEJAHMMH, MAKCUMaIbHbIMH U MHUHUMAJIbHBIMU 3HAYEHUSIMHU
KOHLEHTPALlUK BOPUKOHA30/1a B Maa3Me KpoBu M I(hPEeKTUBHOCTHIO —Mpenapata B
TeparneBTUYECKUX MCCIIE0BAHUSIX HE BBISBACHO, W 3Ta B3aMMOCBS3b B MPO(UIAKTHUECKUX
MCCIIC/I0BAHUAX HE M3Y4asach.

Mdapmaro1MHaAMUYECKHUii U hPapMAaKOKHHETUYECKHIi aHAIU3 JAHHBIX KIIMHUYECKUX UCCIIeI0BaHHU
BbISIBUJI TOJIOKMTEbHYIO CBSI3b MEXIY KOHUEHTpallMeld BOPUKOHA30/a B MJa3Me KpPOBH M
OTKJIOHEHMEM OT HOPMbI OMOXMMHUUYECKUX NOKazaTeei pyHKIMN MeYEHH, a TAKXKE 3pUTEIbHbIMU
Hapy LIEHUAMH.

In vitro BOpuKOHa301 00/1a1a€T LWIUPOKUM CHIEKTPOM MPOTUBOrPUOKOBOIO 1€HCTBUS: aKTUBEH B
otHoweHuu Candida spp. (Bkmovas wrammbl C. krusei, yctoiuuBble K (uiyKoHa3omly, W
pe3ucteHTHble WTamMmbl C. glabrata u C. albicans), a Taioke nposiaseT GyHruuuaHbii d3pdexT B
OTHOLIEHUM BCEX M3YUYECHHbIX LITAMMOB Aspergillus Spp. ¥ MaToreHHbIX rpubOB, CTaBLUMX
aKTyaJbHbIMM B OCJI€HEE Bpems, BKItouas Scedosporium spp. unu Fusarium spp., KOTOpble
OrpaHMYEHHO 4yBCTBUTEIbHbBI K IPOTUBOIPUOKOBBIM CPEACTBAM.

Knunnueckas 3 ¢eKTHBHOCTb (C 4YacTUUHBIM MJIM TOJIHBIM OTBETOM) BOpPHKOHa30sia Obuia
MPOAEMOHCTPUPOBAHA MpHU MHDEKUMSX, BbI3BaHHBIX Aspergillus spp., Bkmouas A. flavus, A.
Sfumigatus, A. terreus, A. niger, A. nidulans, Candida spp., Bxmouas wrammel C. albicans, C.
glabrata, C. krusei, C. parapsilosis v C. tropicalis, a TaK)ke B OTHOLIEHUH OFPAaHUYEHHOIO YUCIa
wrtammoB C. dubliniensis, C. inconspicua w C. guilliermondii, Scedosporium spp., Bktoyas S.
apiospermum, S. prolifecans, w Fusarium spp.

Jlpyrue rpuOkoBbie MHGEKLMHU, MPU KOTOPBIX MPUMEHSIICS BOPUKOHA30J1 (MHOT/AA € YaCTHYHbIM
WJIM TIOJIHBIM OTBETOM), BKJIIOYAIK B ce0st OT/Ie/IbHbIE Clly4yan MHMEKUUM, BbI3BaHHbIX Alternaria
spp., Blastomyces dermatitidis, Blastoschizomyces capitatus, Cladosporium spp., Coccidoides
immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala
spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium spp.,
Biustouas P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis v Trychosporon spp.,
Brjtouas 1. beigelii.

[IpoaeMoHCTpUpOBaHA aKTUBHOCTL BOPUKOHA301a i Vitro B OTHOLIEHUH KIMHHYECKHX LITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp, Histoplasma
capsulatum. PocT GOJbLIMHCTBA LITAMMOB MOJABS/ICS NPU KOHLUEHTpALMAX BOPUKOHA30/1a OT
0,05 MKr/mMa 10 2 MKr/mi.

BbisiBjieHa TakxKe akTHBHOCTb BOPUKOHA301a in vitro B otHowuenun Curvularia spp. v Sporothrix
Spp-. O/IHAKO KJIMHUYECKOE 3HaYeHHue JaHHOro A dexra Hen3BeCcTHO.

DapmakoKunemuKa

Obwas xapakmepucmuka:



(dapMakOKMHETHYECKHE  MapameTpbl  BOPUKOHA30/la  XapaKTEpU3YOTCA  3HAYMTEIbHOH
MEKUH/IMBUAYaAIbHOM BapHade bHOCTbIO.

(dapmMaKkoKMHETHKA BOPUKOHA30/1a SIBJISETCS HEJIMHEHHOM 3a CUET HACBILLEHHUs ero MeTabo1M3ma.
[Tpu noBbilIeHUH 103bl HAOIOAAETCS HENPONMOPLMOHAIbHOE (00J1€€ BbIPAKEHHOE) YBEIUUYEHHE
nJo@M noa KpuBoii "konuenrtpauusa-spems” (AUCT). VBeauuenue nepopaibHoi 103bl ¢ 200
mr 2 paza/cyt a0 300 mr 2 pasa/cyt npuBoaut Kk yBeanueHuto AUCT B cpeanem B 2.5 pa3sa.
BozaeiicTBue BopuKoHa30/a rnpu npueme BHyTpb nojaep:xkusatoweid 103b1 200 mr (vau 100 mr
JUIS1 NALIMEHTOB ¢ Maccoi Tena meHee 40 Kr) COOTBETCTBYET BO3ACHCTBUIO BOPUKOHA30J1a MPH
MPUMEHEHUH BHYTPUBEHHO B 1103¢ 3 mr/kr. [Ipu npueme BHY Tpb noaaep:kusatoLei 103b1 300 Mr
(w150 mr pas nauMeHToB ¢ Maccod tena menee 40 Kr) BO3JAEHCTBUE COOTBETCTBYET
BO3/ICHCTBUIO BOPUKOHA30J1a MPU MPUMEHEHUH BHY TPUBEHHO B J103€ 4 MI/KT.

[Ipy BHYTpPUBEHHOM BBEAECHWM WM MPHUEME HACBILIAKOUIMX /103 BOPUKOHA30/1a PaBHOBECHAs
KOHLIEHTpallMs A0CTUraeTcs B TeueHue nepBbiX 24 4. Eciiv npenapart Ha3HayatoT 2 pas3a B CyTKH
B Cpe/JHUX (HO HE B HACBILIAKOUIMX) /033X, TO MPOUCXOAMT KyMYyJSLlUsS BOPUKOHa30/a, a
pPaBHOBECHbIE KOHLEHTPALMH JOCTUTAOTCS K 6-MY /1HIO Y OOJbIUMHCTBA NALIUEHTOB.
Beacwvisanue:

BopukoHa3os ObICTPO M MpaKTHUYECKH MMOJHOCTBIO BCAChIBAETCS [0C/IE MPUEMA BHYTPb:
MaKCHUMallbHasi KOHLEHTpauus B ria3me KpoBH (Cmax) AocTUraetcs yepes 1-2 4 nocse npuema.
buoaoctynHocTh BOpUMKOHA30/1a MpU npueMe BHYTpb coctaiser 96 %. Ilpu mMHOrokpatHom
npuemMe BOPMKOHA30/1a ¢ nuuiei ¢ 0oabuM coaepkaHuem KUpoB Cmax 1 AUCT cHMXKAKOTCS Ha
34 % u 24 % cooTBeTcTBeHHO. BeachiBaHMe BOpUKOHa30:1a He 3aBUCHT OT pH key 104HOro coka.
Pacnpeoenenue:

Cpennuit o0bem pacnpeaesieH|s BOPUKOHA30/1a B paBHOBECHOM COCTOSIHUM COCTABJISET OKOJIO
4,6 n/kr, 4TO yKa3blBaeT Ha aKTMBHOE pacrpe/ie/ieHHe BOPUKOHA30a B TKaHU. CBA3bIBAHUE C
Oenkamu njaasmbl KpoBu coctasisieT 58 %.

Bopukonazon nponukaer yepe3 remarosHuedainyeckuit 6apvep (I'Db) u onpenensercs B
CIIMHHOMO3TOBOM JKHU/KOCTH.

Memaobonuzm:

CornacHO /aHHBIM HCCJIE0BaHUI in vitro BOPUKOHA30J1 MeTaboJM3UpYyeTCs NMOJA AeHCTBHEM
uzodpepmento CYP2C19, CYP2C9, CYP3A4. BaxHyto ponb B MeTaboaM3Me BOPUKOHA30.1a
urpaet uzopepment CYP2C19, nposBisiol1ii BbIpaKeHHbIH N€HETUYECKUI MOJMMOPPU3M, B
CBSI3M C Y€M MOHWKEHHBbIH MeTabo/iu3M BOpHKOHa30sia Bo3MoxkeH Yy 15-20 % mnauueHTOB
a3MaTCKOro MPOUCXOKACHUS Uy 3-5 Y% eBpONEOUAHON U HErPOU/IHOM pac. YCTaHOBJIEHO, YTO Y
NalMeHTOB ¢ MOHWKEHHBbIM MeTaboau3MoM AUCT BOpMKOHA30/1a B CpeIHEM B 4 pa3a BbILLE, YEM

Y TOMO3UIOTHBIX MALUKUEHTOB C BbICOKHWUM meTtaboausmom. Y reTCPO3UTOTHBLIX MALUMUECHTOB C
3



BbICOKUM MeTabonu3zmom AUCT BOpMKOHA3071a B CpeHEM B JBa pa3a BbllIE, YEM Y
rOMO3UTOTHBbIX.

OcHOBHbIM MeTabOJMTOM BOPUKOHA30/1a siBjseTcs N-OKCHIL, 1018 KOTOPOro COCTaB/ISET OKOJIO
72 % ot 0011ero KoJMyecTBa LMPKYJIMPY OLIMX B MJ1a3Me KPOBU META0OJIUTOB C paIMOAKTUBHOM
METKOH. DTOT MeTabonuT 0067ajaeT MUHUMAIbHOW MPOTUBOrPUOKOBOW AKTMBHOCTBIO M HE
BHOCHUT BKJ1aJl B KIIMHUUYECKU I 2P PeKT BOpHKOHa30/1a.

Buviseoenue:

BopukoHazosn BbIBOAMTCS B BHAe MeTaboNMTOB nocie OuoTpaHchopMauud B MEYEHU: B
HEW3MEHEHHOM BH/IE MOYKAMH BbIBOAUTCS MeHee 2 % OT BBEIEHHOM /103bl Npenapara.

[Tocie MHOrOKpaTHOro npuemMa BOPUKOHA30/a BHYTPb WJIM BHYTPUBEHHOIO BBEACHUS B MOYE
oOHapyskuBaetcs 0kos10 83 % u 80 % n03bl npenapara, cooTBETCTBEHHO. bosbluas yacts (> 94%)
oOulei 103bl BBIBOAMTCS B TeueHWe MepBblXx 96 u nocie npuema BHYTPb U BHYTPUBEHHOIO
BBE/ICHMSI.

[Tepuon nonysbiBeneHus (T12) BOpMKOHA301a 3aBUCUT OT J103bl M COCTaBJISIET NPUMEPHO 6 4 NpH
npueme npenapara BHyTpb B o3¢ 200 mr. B cBs3u ¢ HeIMHEHHOCTbIO (hapMaKOKMHETHKH
BeanmuuHa Ti2 He NO3BOMISET NpeACKa3aTh KyMYJISLUIO WK BbIBEEHUE BOPUKOHA301a.
DapmakokuHemuka 6 0COObIX 2PyNNax NAyUeHmos.

Ion

[Tpn MHOrOKpaTHOM MpremMe BOpUKOoHa30ja BHYTPb Cmax U AUCT y 310pOBbIX MOJIO/BIX KEHILUH
Obin Ha 83 % 1 113 % COOTBETCTBEHHO BbILLE, YEM Y 3/10POBbIX MOJIOAbIX MYKUMH (18-45 neT).
3Haunmbix pazauuuid Cmax 1 AUCT y 310pOBBIX MOKHUJIBIX MYKUYWH W 370POBbIX MOXKHIIBIX
JKEHLIMH (> 65 ner) HeT. PaBHOBeCHast KOHLEHTPaLMs BOPMKOHA30J1a B IJ1a3M€ KPOBH Y JKEHILMH
obu1a Ha 100% u 91% Bbille, 4eM y MY)KUUH MOCJIE MpUeMa BOPUKOHA30J1a B BUJE TabJIETOK WU
CYCIMEH3MH, COOTBETCTBEHHO. HE00X01MMOCTH B KOPPEKLIMK 103bl BOPMKOHA30/1a B 3aBUCUMOCTH
oT nosa HetT. KoHueHTpauuu B njaazme KpoBH y MYKUMH U )KEHLLIMH CXOJIHBI.

Bospacm

[Ipu MHOrOKpaTHOM npreme BOpUKOHa30s1a BHY TPb Cmax 1 AUCT y 310pOBBIX MOKH/IbIX MYKYHH
(> 65 net) Ha 61 % 1 86 % COOTBETCTBEHHO BbILLE, YEM Y 370POBbIX MOIOABIX MYK4MH (18-45
aet). 3HaunumbiX pazanduid Cmax 1 AUCT y 310pOBbIX MOJIOABIX KEHILKUH (18-45 n1eT) U 310pOBBIX
NOXWIIBIX KEHIUMH (>65 net) Het. [Ipoduab Ge3onacHOCTH BOPUKOHA30/1a Yy MOJOABIX U
MOKUJbIX MALMEHTOB HE OTJIMUYAETCS.

Heo0X0aMMOCTH KOPPEKLIMH 103bl BOPHKOHA30J1a B 3aBUCUMOCTH OT BO3pacTa HET.

Jemu

VY nereit otmevaetcs Oosibluas BHYTPUMHAMBMAya/bHasi BapuaOebHOCTb, YEM Yy B3pOCIbIX.

CpaBHeHHME JETCKOM M B3pOCIOW momyasiuuu rnokaszano, yto npeanonaraemas AUCtT y nereit
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MocJie BBEJICHMS HAChIlLAtOLIEH 1036l 9 MI/Kr Oblla cpaBHMMa € TAKOBOM Yy B3POCIIBbIX MOC/IE
BBE/CHMS HAcbIlalolei 103b1 6 Mr/kr. [1peanonaraemas o0lias KOHUEHTpALMA Y JETEH nocie
BBE/ICHHs MO/UIEPIKUBAIOLLEH 103bl 4 MI/Kr M 8 MI/Kr [1Ba pa3a B CyTKM Obljia TakiKe CpaBHUMA C
TAKOBOM Yy B3POC/bIX MMOC/IE BBEJACHHS MOMIEP/KMBAOLLEH 103kl 3 MI/KI W 4 MI/KI 1Ba pasa B
cyTku. KoHUEHTpalusi BOPMKOHA30.1a PU BHY TPUBEHHOM BBEJCHMHU B 03¢ 8 MI/KI B /1Ba pasa
BbIILIE, YeM MPHU MpUeMe BHYTPb B 03¢ 9 MI/Kr. BUOAOCTYNMHOCTL BOPUKOHA30/1a MPpH NpUeMe
BHYTPb Y /I€T€it MOXKET OrPAHUUMBATHCS HAPYLLIEHUEM BCAChIBAHUSA M I0OCTATOYHO HU3KOH Maccoi
Tela B 9TOM BO3pacTe, U B ITOM Cjyyae MOXKET ObITh [OKa3aHO BHYTPUBEHHOE BBEACHHME.
[TosyueHHble 1aHHbIE CBUACTEIbCTBYIOT O O0J1ee BBICOKOH /TMMHMHALMK BOPHKOHA30/1a y JIeTeH
10 CPABHEHHUIO CO B3POCJIBIMHU B CBSI3H € O0JIbLIMM COOTHOLIEHMEM MACChl MEYEHHU W MACChI TeJa.
VY G0JbLIMHCTBA MOAPOCTKOB KOHUEHTpaLMs BOPUKOHA30/a B IUIA3ME KPOBH COOTBETCTBYET
3TOMY [0Ka3aTeslo y B3poCiblX nauueHToB. Tem He meHee, OTMEYaluCh MEHbIIME 3HAYCHUS
KOHLIEHTPALIMKM BOPMKOHA30J1a B MJ1a3Me KPOBH Y HEKOTOPBIX MOAPOCTKOB € HU3KOM Maccoi Tena
0 CPaBHEHHMIO CO B3POC/AbIMH M ObLIM OJIMKE K 3HAYEHMSIM TOro HKe Mokasarens y JCTeH.
OCHOBbBIBasICh Ha MOMYJIALMOHHOM (hapMaKOKMHETHUECKOM aHaJu3€, MOJAPOCTKH B BO3pacTe OT
12 1o 14 ner ¢ wmaccoit Tena meHee S50 Kr JOJ/DKHBI MOJy4aTb /103y BOPHMKOHA30Ia,
PEKOMEH/I0BaHHYIO /U1 IpUema y 1eTe.

Hapywenue ¢pynxyuu novex

Cesa3biBaHue ¢ OeKaMM [U1a3Mbl CXOAHO Yy MALMEHTOB C Pa3MYHON CTEMEHBIO MMOYEYHOH
HEJI0CTATOYHOCTH. Y MALMEHTOB CO CPEeIHENM WM TSXKENON CTeNeHblo HapyulieHus (yHKUMH
nouek (KOHLUEHTpaLMs KpeaTHHUHA B CHIBOPOTKE > 220 MKMOJbL/T UK 2,5 Mr/an) HabmoaaeTcs
KyMyJisiliMsi BCIOMOTaTeIbHOrO BellecTBa - Oetajzekca cyab(oOyTuiaara HaTpus, BXOISALIETO B
coctas o uan3aTa i NPUroTOBIECHHUS pacTBopa A UHDY3HH.

Hapyuienue gpynxkyuu nevenu

Hapyienue GyHKUMM MeYeHW He BIMSET Ha CBA3bIBAHWE BOPHUKOHA30/1a ¢ O€jKaMH MJ1a3Mbl
kpoBu. CBeneHuit 0 (papMakOKMHETHKE BOPMKOHA30/Ja Yy MALMEHTOB C TAXKEIOH CTEMEHbIO
TSUKECTH MeYeHOUHOM HepocTatouHocTH (knace C no kiaccupukaunu Yaina-I1sro) Her.

[loka3aHus K NPUMEHEHU IO

. MHBa3UBHbII acneprusies;

. KaHAUJIEMUs Yy NalMeHTOB 6e3 HeHTponeHuu;

. TSKEJbIe MHBA3UBHbIE KaHMA03HbIe MHpekuuu (Biumtoyas C. krusei);

. KaH/AM103 MULIEBOAA;

. TsiKe/ble IpUOKOBbIE MH(EKLNU, 8b136antbie Scedosporium spp. W Fusarium spp.;

. JpyrUe TsXkKeable WMHBa3MBHbIE TPUOKOBbIE MH(MEKLUMU MPU HENEPEHOCHUMOCTH WM

pedpakTepHOCTH K APYTUM JIEKapCTBEHHBIM CPEACTBAM;



. npoputakTuka "MpopbIBHBIX" TPUOKOBBIX WH(EKUMI Yy MAUUEHTOB CO CHHUIKEHHOM
dyHKIMEH MUMMYHHOW CHUCTEMbI, JMXOPAJKOH M HEUTpONeHWeH, U3 rpyrni BbICOKOrO pUCKa
(peuMnUEeHThbl TPAHCIUIAHTALIMKM TEMOMOITUYECKMX CTBOJIOBBIX KJIE€TOK, MALMEHTHI ¢ PELMIMBOM
JeiKo3a):

. npodunakTMka MHBA3UBHBIX IPUOKOBBIX MH(EKUMHA Yy NaLMEHTOB (B3pOC/bIX M AeTEH
crapwe |2 ner) rpynnbl BbICOKOMO pUCKA, TAaKMX KaK pPEUMITMEHThl TpaHCIUIAaHTALUMU
reMonoITHYECKUX CTBOIOBBIX KJIETOK.

IIpornBonokasanus

e [ MnepuyBCTBUTENILHOCTL K BOPUKOHA30Jy WM JHOOOMY JApyroMy KOMITIOHEHTY
rnpenapara.

e OnHoBpeMeHHOe mnpumeHeHue ¢ cyOctparamu u3zodepmenta CYP3A4: tepdenanms,
acTeMMU30J1, UM3anpui, MUMO3U/, XUHUAUH WM UBAOpaaMH, MOCKOIbKY MOBBILIEHHbIE
KOHUEHTpPALMKU 3THUX JIEKAPCTBEHHbIX CPEIACTB B IJa3Me€ KpPOBM MOIYT MPUBECTH K
yaauHeHuto uHTepBana QTc W peakum ciayvasM BO3HUKHOBEHHUS JKEJyJA04KOBOM
TaXMKapauu no TUy «nupyst» (torsades de pointes) (cm. pasnen «B3aumonaeiictue ¢
JAPYTUMHU JIEKApPCTBEHHBIMH CPEACTBAMMY).

e (O/JHOBpEMEHHOE TNpUMEHeHHEe ¢ pupaMNULUMHOM, KapOama3enuHOM M JUTMTEIbHO
aeicTBytommu  Oapoutypatamu (peHobapOuTan), MOCKOAbKY O3TH JIEKAPCTBEHHbIE
CpEACTBA MOTYT 3HAYUTEIBHO CHU3UTh KOHLEHTPALMIO BOPUKOHA30/1a B [J1a3M€ KPOBH
(cM. pa3znen «B3aumoaeicTBue ¢ ApYrUMHU JIEKApPCTBEHHBIMU CPEICTBAMMY ).

e (OaHOBpeMeHHOe mfpuMeHeHHe ¢ pudaldyTuHOM, Tak Kak pupalyTHH 3HAYMTEIBHO
CHUMIKaeT KOHLEHTPALIMIO BOPUKOHA30/1a B M1a3mMe KpoBHU (cM. pasaen «B3zaumoneicreue
C IpYrMMHU JIEKapCTBEHHBIMU cpeacTBaMu» U «OcobOble yKa3aHUs»).

e OaHOBpeMeHHOEe npuMeHeHHe ¢ 3paBupeH3om B a03ax 400 Mr u Bbile | pa3 B CyTKH (C
BOPMKOHA30JI0M B CTaHAApTHBIX J103aX), MOCKOJbKY 3(haBUpeH3 B HTUX J03ax
3HAYMTEILHO CHWXKAET KOHLEHTPALMIO BOPUKOHA30/1a B MJa3Me KpoBH. BopukoHazosn
TAK/KE 3HAYMTENBHO YBEJIMUYMBAET KOHLEHTpaLMiO 3haBUpEH3a B MJa3Me KpoBU (CM.
paszen «B3zaumoaeicTeue ¢ Apyrumu aeKapCTBEHHbIMHM CPEACTBAMM ).

e  OJHOBpPEMEHHOE MPUMEHEHHE C PUTOHABUPOM B BbICOKMX 103ax (400 mr u Bbilie 2 pasa
B CYTKH), MOCKOJIbKY PUTOHABUD 3HAYUTEILHO CHUKAET KOHLEHTPALIMIO BOPUKOHA30J1a B
1nja3Me KpOoBU B 3TOH j03€e (cM. pa3zen «B3zaumoseiicTBUe ¢ 1pyruMHU Jie KapCTBEHHbIMU
CpeACTBaMM»).

e O/1HOBpEMEHHOE  MPUMEHEHME €  AJKAJIOMAAMU  CHOPbIHBU  (IProTamMHH,

JUTUAPOIProTaMuH), seistowmxcs cyocrtparamu uzopepmenra CYP3A4, nocko/bky



MOBbILIEHHAS KOHLEHTPALMS ITUX JIEKAPCTBEHHBIX CPEACTB B MJa3M€ KpPOBH MOKET
NPUBECTH K JProTusMmy (cm. pasaen «BsaumoieicTBHE € ApYrMMH JICKapCTBCHHBIMH
Cpe/ICTBaMM»).

e OJIHOBPEMEHHOE MPUMEHEHHE C CHPOIMMYCOM, MOCKOJIbKY BOPHKOHA30]1  MOKET
3HAUYMTE/IBHO YBEJIMUMTH [U1a3MEHHbIE KOHLEHTpAlUMM CHpoJMMyca (CM. pasjen
«B3anMoieiicTBHE C APY MMM JIEKaPCTBEHHBIMHU CPEACTBAMM).

e OJHOBpPEMEHHOE MPUMEHEHHE CO 3BEpPOO0EM MPOJBIPSBICHHBIM (MHYKTOP LIMTOXpOMA
Psso u P-raukonporenna) (cMm. pasaen «B3anMoaeicTB1e ¢ 1pYruMH JIEKapCTBEHHbIMH
CpeACTBAMMY).

e OJHOBPEMEHHOE MPUMEHEHHE C HAJOKCEro/loM, TaK KaK BOPMKOHA301 MOXKET
3HAYMTE/IbHO MOBBILLATH MJ1a3MEHHbIE KOHLIEHTPALIMK HAJIOKCEroJa, YT0 MOXKET BbI3BaTh
CHMITOMbI OMUOWAHON abcTuHeHuMH (cM. paszen «B3aumojaeicTBue ¢ Apyr¥MH
JIEKapCTBEHHBIMHU CPEICTBAMKY ).

e  OHOBpEMEHHOE MPUMEHEHHE C TOJIBANTAHOM, TAK KaK BOPUKOHA30/1 MOKET 3HAUUTE/ILHO
MOBBILIATH MIA3MEHHbIE KOHLEHTpalMK TojBanTtaHa (cMm. pasaen «Bsaumonenctsue ¢
JIpYTMMH JIEKAPCTBEHHBIMU CPEACTBAMMY).

e  OHOBpEMEHHOE MPUMEHEHHE C BEHETOKJIAKCOM B Hayasie NMPUMEHEHHs BEHETOKIAKCa U
BO Bpems (ha3bl THTPOBAHMs [103bl Mpenapara, Tak Kak BOPUKOHA30/, BEPOSTHO, MOKET
3HAYMUTEILHO MOBBILIATH MJIa3MEHHBIE KOHLUEHTPALMH BEHETOK/IAKCa W PUCK Pa3BHUTHS
CHHJIPOMa JIM3Kca OMmyXouu (cM. paszien «B3aumoaeiicTBIe ¢ ApYrMMH JIEKApCTBEHHBIMHU
Cpe/ICTBaMM ).

e OJHOBpEMEHHOE MPUMEHEHHE C Jypa3sHIOHOM, TaK KaK O5TO MOKET MpUBECTH K
3HAUUTEILHOMY YCHJICHHIO BO3JCHCTBUsA Jlypa3ujoHa W BO3MOKHOCTH pa3sBUTHA
cepbe3HbIX HEKelaTebHbIX peakuuit (cm. pasaen «BsaumozeficTBue ¢ Apyrumu
JIEKapCTBEHHBIMU CPEACTBAMM).

e JleTtckwuii BO3pacT /10 2 J€T.

C 0CTOPOKHOCTBIO

[ToBbllIeHHAs 4y BCTBUTEIbHOCTD K IPYTMM Npenaparam - Npor3BOAHbBIM a30J10B. -

Tskenas CTeNeHb HEJAOCTATOUYHOCTH (YHKUMM MEYEHH, TshKelas CTEeNneHb HEA0CTaTO4HOCTH
(hyHKLHK NOYEK.

BopHKOHa30/1 clieyeT ¢ OCTOPOKHOCTBIO MPUMEHSATH Y MAUMEHTOB € MPOApUTMHUYCCKUMU
COCTOSIHUSMMU: BPOKIEHHOE WM NpUoOpeTeHHOe yBeinuenue untepsana QT, kapauomuonatus,

B OCOOCHHOCTM C CEpJEYHOM HEJIOCTATOYHOCTBIO, CHHYycoBas OpaauKapaus, Haauuue



CUMITOMATHYECKONH apUTMHUHU, OJJHOBPEMEHHBIA NPUEM MPENapaToB, BbI3bIBAIOLIMX YUIMHEHHC
uurepsaia QT (cMm. pazaen «Ocolble yKazaHus»).

Takke ciie1yeT cob0AaTh OCTOPOKHOCTD NMPU NPUMEHEHHH npenaparta budyput y nauneHToB
C  9JEKTPOJMTHBIMH HApyLUEHUSIMH, TaKMMH KaK: TUIOKAJIHEMHUS, T[UINOMArHUEMHUs U
N ERISIVISYTER

[Ipumenenue npu 6GepeMEHHOCTH U B NIEPHO/ IPYAHOT0 BCKAPMJIHBAHHHU

JlocTaTouHOM MH(pOpPMALIMKM O TPUMEHEHUH BOPUKOHA30s1a y OEPEMEHHbIX HKEHIIMH HET.

B uccie10BaHuMAX HA )KHUBOTHBIX YCTAHOBICHO, YTO MpernapaT OKa3biBa€T TOKCHYECKOE 1eHCTBHE
Ha penpoayKTHBHYIO QyHKLHMIO. BO3MOKHbBIN PUCK /U1s YyenoBeKa Hen3BecTeH. BoprukoHaszon He
ClIelyeT MPUMEHSATH Y O€PEMEHHBIX KEHILMH 32 UCKIKOUEHHEM TEX CllyyaeB, KOraa 0xuaaemas
MoJib3a JUIS MaTepy IBHO MPEBBIILAET BO3ZMOKHBIN PUCK /Ui 110/1a. BeiBeieHHE BOPUKOHA30.1a €
FPY/JHbIM MOJIOKOM He u3ydasnock. Ha Bpems npumeHeHus rpernapara rpy/iHoe BCKapMJIMBaHHE
CJIElyeT NMPEKPaTHTb.

JKeHUMHbl  PENpOAYKTHBHOIO BO3pacTa MpU NpUMEHEHWH mpenapata budaypuH 10KHBI
MCIOJIb30BaTh HA/IEKHbIE METO/Ibl KOHTPALIETLIMH.

Crnocob npuMeHeHHs H 103bl

[lpenapar BuduiypuH He peKOMeHIyeTcsi BBOAWTH B BHAE OOIOCHBIX MHBEKLWH (CTPYHHO).
CxopocTb MH(Y3MH HE J0JDKHA NPeBbILIaTh 3 MI/KI/4 B TeueHue 1-3 u.

[lepen Hauanom Tepanuu HEOOXOAUMO OTKOPPEKTHPOBATH TAKME DIIEKTPOJIUTHBIC HApYyLUCHHUS,
KaK TMIOKaJIMEMMs, TMIIOMArHWeMus M TUrokadbliemus (cM. Takoke pasgen «llobGounoe
JIEUCTBUEN).

B3pocivie

Ha3snauenue npenapara budnypuH crieayer HauMHaTh € BHYTPUMBEHHOIO BBE/CHMS B
PEKOMEH/1yEMOM HachIlIatoIen 03¢, 4ToObl YKe B MEpBblii J€Hb J0OMTHCS aJ€KBATHOM
KOHLEHTPALMH B [U1a3Me KpoBU. BHYTpHBEHHOE BBEICHHE CJIe/lyeT NPOAOJIKATh KAK MUHUMYM 7
JIHE, 1ocjie 4ero BO3MOIKEH MEepexo/l Ha MepopajibHblid MPUEM Mpernaparta, Mpy YCJAOBHH, YTO
MalMEHT CrMOCOOEH MPUHUMAThL JIEKApCTBEHHbIE CPEACTBA [/ MPHEMA BHYTpPb. Y4YHTbIBas
BBICOKYIO OMOI0CTYMHOCTh Mpernapara npv npueMe BHYTpb, A0CTUraloulyto 96 % (cM. pasaen
«DapMaKOKMHETHKA»), TpH HAIMYMKU KJIMHUYECKUX [OKa3aHUH MOXKHO MEPEeXOJnTh ¢

BHYTPHUBEHHOIO Ha MepopaibHOE MPUMEHEHUE Oe3 KOPPEKLIMHU 103bl.



Tab6aunua 1. Jlosuposanue npenapara budaypun

BHyTpb
[TatiMeHTHI ¢ [TalueHTsl ¢
BHyTpuBeHHO
maccoii tena 40 kr Maccoi

u Oosee tena meHee 40 kr
Hacwbiaroias 1o3a 6 Mr/kr
- BCE MOKa3aHus Ka)K/ble He pexomenayercst | He pexomenayercs
(nepsbie 24 u) 12y

[ToaaeprkuBatoias 103a (nocje nepebix 24 4)

[Ipounaktuka MHBa3MBHBIX

rpuOKOBbBIX MH e KL y

MalMeHToB (B3pOC/bIX M JAeTei

crapuie 12 ner)  rpynnsl
BbICOKOTO pPHUCKA, TaKUX Kak
pEeUMNUEHTbl  TpaHCIJIaHTaLUK
reMOMOITUYECKUX  CTBOJIOBBIX
KJIETOK / npodunakTrka
«TPOPBIBHBIX» rpuOKOBBIX
uHpeKuMii y  AMXOpaaslIuX

NatueHTOB

3-4 mr/kr

Kaxkaple 12 4

200 mr kaxabie 12

y

100 mr kaxxabie 12

Yy

MuBa3uBHblA  acnepruines /

MHpEKLNH, BbI3BAHHbIE
Scedosporium spp. u Fusarium
spp. / TSKEblE

WHBaA3UBHbIC

Apyrue
rpuOKoBbIE

MHpEKLUK

4 Mr/kr

Kaxkabie 12 4

200 mr kaxapie 12

Ll

100 mr xaxxabie 12

y

Kanannemus y nauueHtoB 0Oe3

MposiBJIEHUH HEUTPONEHUH

3-4 mr/kr

Kaxkabie 12 4

200 mr kaxabie 12

Ll

100 mr kaxaeie 12

y

Kan 1103 nuuieBoaa

He

YCTAHOBJICHO

200 Mmr kaxablie 12

Ll

100 mr kaxabie 12

y




IToobop 0ozl 01151 6Hympusennoeo eeedenus

[1pn Henocrarounoit spdexTnBHOCTH euenus noaepkuBaolas a03a npenapara buaypun-
JU11 BHYTPUBEHHOTO BBE/ICHHUS MOXKET ObITh YBeanueHa /10 4 Mr/kr kax/bie 12 4. Ecau naumeHT
HE MEPCHOCUT Npenapar B BICOKOH 103€, €€ CHUKAIOT /10 3 MI/KI Kax/ble 12 u.

JIMTEIbHOCTD JIeYeHHsl 0/KHA ObITh KaK MOMKHO KOpOY€ B 3aBUCMMOCTH OT KJIMHMYECKOrO
>hdekTa u pe3yIbTaToB MUKOJIOMHUYECKOTO MCCIeA0BaHUs. JTUTENbHOCTD IeUeH s He 10JKHA
npesbiiuath 180 aHei.

Ipocpurakmura y 63pocavix u demei

[Tpopunaktuyeckoe npumeHeHue npenapara cieayeT HauMHATh B JI€Hb TPAHCIIAHTALMK M
MOXHO mpoao/katk 10 100 aueit. Ilpoututs npodunaktuky a0 180 aHel MOXKHO TONBKO B
cllyvae npoao/KeHUss HMMYHOCYNPECCMBHOM TEpanuu WM Pa3BUTUSL PEaKLMKU «TPAHCIIAHTAT
npotus xo3suHa» (TIIX). be3onacHocTh M 3HeKTUBHOCT BOPUKOHA30IA MPH MPUMEHEHHH
Oosee 180 aHel B KIMHUUECKUX MCCIEIOBAHUSX HALIEKALIMM 00Pa30M HE W3YUasnCh.

Pexum no3upoBanust ¢ uenbio NMpOMUIAKTUKH TaKOM JKe, KaK WM C LEJbIO JIeYeHHUs B
COOTBETCTBY OLIMX BO3PACTHbIX Iy Mrnax.

Ilpumenenue y ocodvix cpynn nayuenmos

Hapywenue ¢hynxyuu nouex

Y NalUMEHTOB CO CPeAHEH WM TSKEIOW CTEeNEeHbI MOYEYHOM HEJ0CTAaTOUHOCTH (KIHMPEHC
KpeaTuHuHa < 50 MJ1/MHUH) HabMI01aeTCs KyMYJISILIMS BCIOMOTaTeIbHOr0 KOMITIOHEHTA npenapara
Oertaziexca cyab(oOyTunara Hatpus. TakuM nauMeHTaMm BOPUKOHA301 ClIEAYET Ha3Ha4YaTh BHY TPb
32 UCKIOYEHHMEM TEX CJlyyaeB, KOrja rpeanojaraeMasi Mojib3a BHYTPUBEHHOIO BBEICHMS
NpeBbILIACT MOTEHUMAIbHBIA pUCK. B  noaoOHbIX cuTyauusix HEoOXOAUMO perysisipHO
KOHTPOJIMPOBAaTh KOHLEHTPALIMIO KPEaTUHWHA U B Clly4ae €ro MoBbILLEHUs CleayeT OOCYAUTh
BO3MOXKHOCTH TMEPEX0/Ja Ha MPUEM BOPUKOHA30/1a BHYTpb. BOpMKOHA30/1 BBHIBOAMTCS B XOJ€
remMoauanusza ¢ KiampeHcom 121 ma/mMuH. 4-4acoBoii ceaHC remoauanu3a He MPUBOAMT K
YAQICHUIO 3HAYMTEIbHOM 4acTH /103bl BOPUKOHA30/1a U He TpedyeT ee Koppekuuu. betanekca
cyabpoOyTHIAT HATPHS BBIBOAMTCS B XOJI€ FEMOMAIIN3A C KIIMPEHCOM 55 MJI/MHUH.

Hapywenue ¢hynkyuu nevenu

[Ipn ocTpoM NOBpeEKAEHUH NEUEHH, MPOSBIISIOLIEMCS MOBbILIEHHEM AKTHBHOCTH «EYEHOUHBIX)
TpaHcaMuHas: ajaHMHamuHoTpaHcdepasbl (AJIT) u  acnapratamunorpancdepassl (ACT),
KOppEeKUMs /103bl He TpeOyeTcsi, HO PEKOMEHIYETCsl MpOJA0JIKATh KOHTPO/b IOKa3aTese
Gynkuuu neyenu. IlauneHTam ¢ JNErKUMHM WM CPEIHETSIKEIBIMU HApyIIEHUAMHU (DYHKLIMU
neyeHu (ki1accbl A v B no knaccudpukauun Yaiina-I1bio) caeayer Ha3HauaTh CTaHAAPTHYHO
HACBILLAIOLLYIO /103y BOPMKOHA30/1a, a NOAEPKUBAIOLLYIO /103y CHMXATh B 2 pa3a. [lauueHnram ¢

TSKEJIOM CTeneHblo HapyuieHus GyHkuun nedenu (kinace C no kinaccuduraunu Yaina-Iero)
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BOPMKOHA30J1 C/Ie/lyeT Ha3Ha4yaTh TOJAbKO B TEX Ciyyasx, KOIjaa 0KuJaemas Mosib3a MnpeBbiliaeTt
BO3MOKHbBIH PUCK, M MO/ OCTOSHHBIM KOHTPOJIEM C LIEJIbIO BbISIBJCHHS TPU3HAKOB TOKCHUECKOTO
JIEHCTBUA Npenapara.

Tooxcuvie nayuenmor

Koppekunmn 103b1 y MOKUIBIX J10/1€H He TpedyeTcs.

[Ipuvenenue y oemeit

DpdekTnBHOCTL M 6e30MacHOCTh BOPMKOHA30j1a Yy JeTell B Bo3pacTe Mmiaaie 2 JeT He
YCTaHOBJ/IEHbI.

Pesxnm n103MpoBaHus BopvKOHa3ona y aerteil (B Bospacte oT 2 10 12 jieT) W NOAPOCTKOB B

Bo3pacte oT 12 10 14 net u maccoii Tena menee 50 Kr:

Tabauua 2.
BHyTpuBeHHO BuyTpb
Hacplmaromas ao3a| 9 mr/kr kaxaeie 12 4 He pexomenayetcs
(nepBbie 24 4)
IMopaep:xkuBaromass  103a| 8 mr/kr 2 pasa B CyTKH 9 mr/kr Ba pasza B CyTKH
(nmocuie nepBbIX 24 4) (makcumasbHas no3a 350 mr
JIBa pas3a B CYTKH)

Tepanuio pexomeHayeTcs HauMHATh C BHYTPUBEHHOIO BBEIEHMs Mpernapara, a BO3MOXKHOCTb
nepopaibHOro NnpueMa BOPUKOHA30j1a CJelyeT paccMaTpuBaTh TOJILKO MOC/IE KIMHUYECKOrO
YJAYUYLIEHUS W BO3MOXKHOCTH MalUMEHTa MPUHUMATh MepopalibHble JEKapCTBEHHbIE CpE/ICTBa.
Cnenyer npyHMMaTh BO BHUMAaHHUE, YTO BO3/EHCTBME NpenapaTa npu BHY TPUBEHHOM BBEICHUH
B 7103€ 8 MI/Kr Np1OIM3UTENILHO B /1Ba pa3a Bbillie, YeM MPU MPUMEHEHUH BHYTPb B J103€ 9 MI/KT.
[Ipumenenune BopukoHasonay aeteil B Bozpacte oT 2 10 12 jieT ¢ HapyleHUAMU GYHKIHH IEYSHH
WJIU TIOYEK HE M3Y4asocCh.

Y noopocmroe (8 6éo3pacme om 12 oo 14 nem ¢ maccou mena 50 ke uru 6oree; om 15 0o 18 rem
6HE 3A6UCUMOCHIU OM MACCH! MeJld) BOPUKOHA30J1 A03UPYETCs TaK JKe, KaK /s B3pOCIIbIX.
Kopperyus 003bi

[Ipn HeanekBaTHOM KJIMHMYECKOM OTBETE MallMeHTa 1032 MOXKET ObIThb yBe/lM4eHa ¢ warom |
MI/Kr (unn 50 Mr B ciiyyae, €c/ii U3Ha4albHO MPUMEHSIH MaKCUMAIIbHYIO MEPOPAJIbHYIO 103y
350 mr). Ecin peGeHOK He MEepeHOCHT Tepanuio B Ha3HAYEHHOM J103€, €€ CJEAyeT CHU3UTD C
warom | Mr/kr (unu 50 Mr B cityyae, ec/ii M3Ha4aIbHO MPUMEHSITH MAKCUMAITbHYO NEPOPaIbHYIO
103y 350 mr).

Hucempyrkyus no npuecomosienuio pacmeopa 0as ungy3ui
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[Mpenapat budaypun Bbinyckaercs BO (1akoHax s 0JHOKpaTHOro npumeterus. Coaepiknmoe
(nakona BOCCTaHABAMBAIOT, pacTBopsis B 19 Ml BOAbI A1 MHbEKUM, M moaydyaor 20 mi
NpO3payHOro KOHLEHTpaTa, COJEepIKallero BOPHKOHa3041 B KoueHtpauuu 10 mr/ma. Eciu
pacTBOPUTENb HE MOCTyMaeT BO (UIakoH Moj AeHCTBHEM BaKyyma, TO (h1akKoH WCIOIb30BaTh
Heb3s. [lepes npuMeHeHHeM HeoOXOAMMBbIH 00beM KOHLEHTpaTa (cM. Tabnuily 3) npudaBistoT
K PeKOMEH/LyeMOMY COBMECTUMOMY pacTBOPY A1 MH(Y3HUM (CM. HHIKE) M MOJy4aOT pacTBop,
cojlepKalMil BOPMKOHA30/1 B KOHLUEHTpaLusaX oT 0,5 Mr/mit 10 5 mr/mit.

Ta6aunua 3. Heodxoaumbie 00beMbl KOHUeHTpaTa npenapata budgaypun 10 mr/viu

O6beMbl KOHLIEHTpaTa npenapata budayput (10 Mr/mi) ~ HeoOXo1MMbIE
JU1S IPUTOTOBICHUS:
Macca tena (kr)|Jloza 3 mr/kr  |J/lo3a 4 mr/kr |Jlosa 6 mr/kr |[lo3a 8 mr/kr  [JIo3a 9 mr/kr
(4mcio (4ucio (4KCI10 (4mncio (4uciio
(h1aKOHOB) ¢dnakonoB)  |hrakoHOB)  (baakoHOB)  ((pJIaKOHOB)
10 - 4,0 ma (1) - 8.0 ma (1) 9.0 ma1 (1)
15 - 6,0 M (1) - 12,0 ma(l) 13.5 ma (1)
20 - 8,0 mi1 (1) - 16,0 ma (1) [18.0 M (1)
25 - 10,0 ma (1) - 20.0 ma (1)  22.5ma(2)
30 9,0 M1 (1) 120 (1)  [18,0ma (1)  P240ma(2) 27,0 ma (2)
35 10,5 ma( 1) 140mMn (1) R1,0mMa(2) P280ma(2) [31,5mu(2)
40 12.0 ma (1) 16,0 (1)  P40mn(2) [32,0ma(2) 36,0 M (2)
45 13,5 ma(l) 18.0 (1)  27.0ma(2) (36,0 mn(2) 40,5 ma1 (3)
50 15,0 ma (1) 20,0 ma (1)  30,0mMn(2) 40,0 mn(2) 45,0 a1 (3)
55 16,5 mu (1) 220ma(2) 33.0mMn(2)  44.0ma(3) 49,5 ma(3)
60 18,0 M (1) 240m1(2) 36,0mn(2) 48,0mn(3) 54,0 ma(3)
65 19.5 ma (1) 26,0 M1 (2)  39.0ma(2) 52,01 (3) 58,5 ma(3)
70 21,0 Mma (2) 28,0 1 (2) 42,0 M1 (3) - -
75 22,5 Mn1 (2) 30,0 i (2) 45,0 mn (3) - -
80 24,0 ma (2) 32,0 1 (2) 48,0 ma (3) - -
85 25,5 Mn1 (2) 340 mn(2) 51,0 ma (3) - -
90 27,0 M (2) 36.0 ma (2) 54,0 ma (3) - -
95 28,5 M1 (2) 38,0 i (2) 57,0 ma1 (3) - -
100 30,0 M1 (2) 40,0 Mma (2) 60,0 ma (3) - -

[lpenapar budayput, avodunuzar s NPUrOTOBJIEHUS KOHLEHTpaTa AJisi MPUrOTOBICHUS
pactBopa ans WHQDY3HWii, npeactaBaseT coOOW CTepuiIbHbIN auoduaM3aT O€3 KOHCEpBaHTA,
npe/Ha3Ha4eHHbIN U1 OAHOKPATHOTO NPUMEHEHHUS.

BoccraHoBeHHbIN pacTBOp (KOHLIEHTPAT) MOJKHO XPaHUTb B XOJIOAUJIbHUKE He Oonee 24 yacoB
npu temnepatype ot 2 a0 8°C B TOM cilyyae, €C/M OH NPUIOTOBJIEH B KOHTPOJIMPYEMbIX
acenTU4ecKux ycsoBusix. [0ToBbIHi K npumeHeHuto pactBop (0.5 -5 Mr/mi) MOKHO XpaHUTb HE
6osee 3 yacoB npu Temneparype 20+2°C.

KoOHLIEHTpaT CASAYET Aalee Pa3BOAUTh CICAYIOUIMMU PACTBOPAMMU:
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- 0.9 % pacTBOp HaTpUs XJIOpH/IA /ISl BHY TPUBEHHOIO BBE/ICHHS ;

- pactBop PuHrepa nakrara 1151 BHyTPUBEHHOIO BBEAEHMS

- 5 % pacTBOp AEKCTPO3bl M pacTBOp PUHrepa nakrara /st BHyTPUBEHHOIO BBEACHHS,

- 5 % pactBop aekcTpo3bl M 0,45 % pacTBOp HaTPUs XJOpHIa U1 BHY TPUBEHHOIO BBEICHHS;
- 5 % pacTBOp AEKCTPO3bl /15l BHYTPUBEHHOIO BBEEHHUS

- 5 % pactBop aekcTpo3bl M 0,15 % pacTBOp Kajaus XJ0puaa AU BHYTPUBEHHOTO BBEICHHS,
- 0.45 % pacTBOp HaTpus XJOpUAA 111 BHYTPUBEHHOIO BBEAECHHUS;

- 5 % pactBop aekcTpo3bl v 0,9 % pacTBOp HaTpus XJOpuaa ik BHYTPMBEHHOIO BBEACHHUS
CoBMECTUMOCTb BOPMKOHA30J1a C APYTUMH PACTBOPAMH, TOMUMO YKa3aHHbIX BbILIEC, HEU3BECTHA.
IToGouHoe aeiicTBUE

JlanHbie 0 6€30MacHOCTH BOPHMKOHA30/1a OCHOBaHbI Ha pe3yJibTaTax MccieloBaHus Oosee 4Yem
2000 uenosek (1655 mauMeHTOB, MPUMEHSIIOLIMX BOPUKOHA30] B JeyeOHbIX Lensx W 279 ¢
npouIaKTUYECKON Le/bI0), MPEACTABIEHHbIX TE€TEPOreHHON MNonyasuuel (MauueHTbl CO
3/10Ka4eCTBEHHBIMH  HOBOOOpa3oBaHusMH  KpoBu, BHUY-unduumpoBaHHble MauMeHTbl C
KaHAMA030M TNHULIEBOAAa M pedpakTepHbIMU TIPUOKOBbIMM MH(EKUMSIMH, TMaLMeHTbl 0e3
HEWTPONIEHHH C KaHAMAEMUEN WK acrieprijljie30oM, a TakKe 310pOBbI€ 100POBOJIbLbI).
Haubosiee pacnpoCTpaHeHHbIMH HEKeaTeIbHbIMU PEAKUMAMHU  ABJIAIOTCS HApYLICHUS €O
CTOPOHbI OpraHa 3peHust, OTKIOHEHHs OT HOPMbl Pe3yJIbTaTOB ()yHKLUHMOHAIBHBIX NP0 NeYeHH,
JIMXOpajiKa, Chillb, PBOTA, TOIIHOTA, AUapes, rojoBHas 00b, nepudepuueckue oTekH, 601b B
’KMBOTE M yrHeTeHHe JbixaHusi. HexxenatenbHble peakunu 0ObIYHO ObLIM JIETKO MJIM YMEPEHHO
BbipaXkeHbl. KJIMHUYECKM 3HAUMMOM 3aBUCUMOCTH O€30MacHOCTH Npenapara OT BO3pacTa, pachl
W 10J1a HE BbISIBJECHO.

[lo nannbiM BeemupHoii opranusauuu 3apasooxpatetus (BO3), yactora noGounbix s dexro
pacnpe/ieaseTcs cieayrolumM oopasoM: odeHb yacto (> 1/10); wacto (ot > 1/100 mo <1/10);
Heuacto (ot > 1/1000 go < 1/100); peako (ot > 1/10000 no < 1/1000); o4eHb peako (0T <
1/10000); yacToTa HEeU3BeCTHA (MO UMEIOLLMMCS IaHHBIM YCTAHOBUTbH YaCTOTY BO3HMKHOBECHMS
HE Mpe/ICTaBISAETCS BO3MOKHBIM).

Co cmoponwi cepOya: 4acTo - HAJLKETY104KOBasi apUTMHS, TaXUKapAus, OpaJMKapaus; HEYacTo
- GubpUIISLINS KETYA0UKOB, JKETyI0YKOBasi IKCTPACUCTOIUS, HA/LKEIYJ04KOBask TaXHMKapaus,
Key104KOBast TAXMKAp/AUs; PEAKO - apUTMUSL M0 TUITY «ITUPYIT», MOJIHAS ATPUOBEHTPUKY IsIpHAst
6a0kaza, 6;10ka1a HOKKM myuka ['uca, y3/10Bble apUTMHUU.

Co cmoponsl cocy0os: 4acTo - apTepuasibHas runoteH3us, ¢piedut; Heyacto - TpomMOopIeOHUT.
Co CTOpOHbBI CUCTEMbI KPOBETBOPEHHs M JTMM(}ATUUECKON CUCTEMBI: YacTO - arpaHyJOLUTO3
(BKIHOYasi HEHTponeHuto U (GheOpUIbHYO HEHTPONEHHIO), MAaHLUTONEHHUs, TPOMOOUMTONEHHS

(BKJIIOYAs MMMYHHYIO TPOMOOUMTONEHUYECKYIO MYypIypy), aHEMHs; He4acTto - JAENpeccus
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KOCTHOTO MO3ra, JieiikoneHus, iuMdaaeHonaTus, 303MHOPUIUs, CHHAPOM TMCCEMHMHUPOBAHHOTO
BHYTPHUCOCY/IUCTOIO CBEPThIBAHUS.

Co cmoponst HepeHOTl Cucmembl. O4eHb 4acTo - TroJI0BHAs 00Jib; 4AaCTO — CHHKOMA, TPEMOP,
napecTe3ust, COHJIMBOCTb, FOOBOKPYKEHHE, CYI0POrH, HUCTArM: HEYAcTO - OTEK FOJOBHOIO
Mo3ra, sHueanonaTHs, JKCTpanMpaMuHble PaccTpoiicTsa, nepudepuyeckas HeHponatus,
aTaKCHUs, TMMEeCTe3ns, AMCreB3us (HapyllleHWe BKYCOBOIO BOCIPHSATHS); PEIKO - MeveHO4Has
sHuedanonatus, cuiapom ['uitena-bappe.

Co cmopousl opeana 3penus: O4eHb 4acTo - HapyIIEHHE CO CTOPOHbI OPraHOB 3peHHs (B TOM
yucae HEYETKOCTb 3peHMs, 3aTymMaHeHHoe 3peHue, (GoTodoOus, XJ0porncus, XpoMmaTorncus,
CBETOOOS3Hb, LIBETOBAS CJIENOTA, LIMAHOTICHUS, HAJTMYHUE B 110J1€ 3pCHUS PaayKHbIX KPYTrOB BOKPYT
MCTOYHMKOB CBETA, HOYHAs CJENOTa, OCLUMLIONCHs, (OTOMNCHA, MepuaTteibHas CKOTOMa,
CHIKEHUE OCTPOTBI 3pEHHMs, 3pUTEbHAas APKOCTb, JAE(EKT TMoNedt 3peHuMs, [1aBaroLImMe
MOMYTHEHHs CTEKIIOBUIHOTO T€J1a U KCAHTOICHS ); 4aCTO - KPOBOU3/IUAHHUE B CETHATYIO 000710uUKYy
rja3a; HeYacTo - HEBPUT 3PUTENLHONO HEpBA, OTEK COCKA 3PUTENLHOIO HEPBA, OKYJIOTMpHbIN
Kp3, JMIJIONMs, CKieput, Oiedaput; peako - atpodus 3pUTENLHOrO HEpBa, MOMYTHEHHE
pPOTOBHLIbI.

Co cmoponbl opeana ciyxa u 6ecmudyIspHOco annapama. He4acTo - BEPTUTO, FMNOAKY3Us, LIyM
B yllax.

Co cmopousl ObIXamMebHOl CUCMEMbl, 2PYOHOU KIemKU u cpedocmenus: O4YeHb 4acTo -
YrHETEHHE JIbIXaHHsl; YACTO - OTEK JIETKUX, OCTPbIH PECIIMPATOPHbIH AUCTPECC-CHHAPOM.

Co cmoponbl Jcey00uHO-KUWe 020 MPAKma. O4eHb 4acTo - TOLIHOTa, PBOTA, Axapest, 06oib B
’KMBOTE; YACTO - XEHJIMUT, JAMCIENCHs, 3aMop; HEYacTO - JYOJEHHUT, IIOCCUT, MAHKPEATHT, OTEK
A3bIKa.

Co cmoponsl  nOYeK U MOYEEbIOCIUMENbHOU  CUCHEeMbl:  4aCTo - OCTpas MnoveqHas
HE/I0CTATOYHOCTh, FEMATYPHs; HEYaCTO - HEKPO3 MOYEUHBIX KaHAJIbLEB, NPOTEHHYPHS, HEDPHT.
Co ¢cmoponst KoJMCU U NOOKOJICHBIX MKAHel: O4eHb YaCTO - CbiMb; YaCTO — IKC(HONHATHBHBI
JIEpMaTUT, ajlonelus, KOKHbIIH 3y[, MaKyJonarnyje3Has Cbillb, SpUTeMa; HEYacTo - CHHAPOM
Crusenca-/[)koHCOHa, doToceHcubnm3aLus, KpanuBHMLI, JK3eMa,  TOKCHYECKHH
MKUIEPMATIbHBIN HEKPOJIM3, aHTMOHEBPOTHYECKUI OTEK, MyabTU(OpMHas 3puTeMa, rcopuas,
a/yIepruyecKuii  AepMaTuT, [Myprypa, namyJje3Has Cbillb, MaKyJspHas Cbillb; PEIAKO -
rceBa0nophupHus, CTOMKas JeKapcTBEHHAs JpUTEMA; 4acTOTa HEM3BECTHA - KoXHas (popma
CUCTEMHOM KpacHOW BOJIYAHKM, JIEKapCTBEHHAs peakuus ¢ S03MHO(GUIMER W CUCTEMHBIMU
CUMNTOMAMM.

Co cmoponsl ONOPHO-06ULAMENLHOS0 ANNAPAMA U COCOUHUMETLHOT MKAHU. YacTO - 00b B

CITMHE: HEYaCTO - apTPUT; 4YaCTOTa HEU3BECTHA - NMEPHOCTHT.
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Co ¢moponbl IHOOKPUHHOU CUCMeMbl. HEYACTO - HEJ0CTATOYHOCTbH KOPbl HAANO4YE4HUKOB,
FUNOTUPEO3; PE/IKO - TUIIEPTUPEO3.

Hapywienuss memaoonusma u numanus: OYEHb 4acTo - NEpUPEPUUYECKHE OTEKH; HacTo -
FUMOKAIMEMUSl, TUIOTJIMKEMHS, TUMOHATPUEMHUsi  (BbISIBIEHO B [OCTPErMCTPALIMOHHBIX
UCCJIEJOBAHUSX).

Hugpexyuu u  umeazuu. 4acto - CUHYCHT, TaCTPODHTEPUT, TMHIMBUT, HEYacTto -
nceB10MeMOPaHO3HbIH KOIUT, TMM(AHTUT, IEPUTOHUT.

Obwue paccmpoiicmea u Hapyutenusi 6 mecme 66e0eHus.. O4€Hb 4acTo - JMXOpajKa: 4acTto -
03H00, acTeHusi, 60/b B IpyAHOI KJIeTKe, rpunmnonoaodHoe 3adosieBaHue, OTEK JiMLa (BKIKOYas
nepuopOMTaIbHBIA OTeK, OTeK ryd M OTeK pTa); HEYacTO - peakUMs/BOCTAJIEHUE HA MECTe
MHDBEKLIMH.

Co cmoponbl  UMMYHHOU —CcuUCmeMbl: HEYacTO - aJIEPru4yecKue peakuuu; peiko -
aHauIaKTOUAHbIE peaKLHH.

Co cmoponvl 2enamoouIuapHoll cucmemyvl. OYEHb YaCTO - OTKJIOHEHHUS OT HOPMbI pe3yJIbTAaTOB
(byHKIUHOHATBHBIX MEYEHOYHBIX TECTOB (MOBbILLIEHHE aKTUBHOCTH acrnapTataMMHoOTpaHcdepasbl,
ajlaHMHaAMUHOTpaHc(epasbl, LLIEJTOUHOM docdarasbl, ramma-riayTamuiaTpaHcdepasbl,
JlaKTaT/IerMAPOreHasbl. rUNepOUIMPYOHHEMHS); YACTO - JKEJITYXa, XOJlecTaTHYecKas KeaTyxa,
renaruT; He4YacTo - MEYEHOYHAs HEJ0CTATOYHOCTb, XOJIELMCTHUT, XOJIEJIUTHA3, YBEIHUYEHHE
MeYEHHU.

[lcuxuveckue paccmpoiicmea: 4acTo - TrajUIOLUMHALMM, CITYTAHHOCTb CO3HAHUS, JENpeccus,
TpeBora, 0eCCOHHULA, AKUTALMSL.

Hoa()()(?pa?oeanuﬂ ()06p0Ka‘4€Cﬂ76€HHbl€, 3/10KA4eCcmeeHHble U HeYNMOYHEHHble (GI\Z'II()'ICL‘I Kucmaowl
U NOJIUNBL): 4ACMOMA Heu36eCmMHA - TUIOCKOKJIETOUHBIH paK KOXKH.

Hceeneoosanusi: 4acTo - NOBbILLIEHUE KOHLIEHTPALIMU KPeaTUHMHA B KPOBHU: HEYACTO - YAJMHEHUE
untepBasa QT Ha saekTpokapavOrpamme, MOBbILLIEHUE KOHLEHTPALIMKM MOYEBMHbI B KPOBH,
MOBbILLIEHHE KOHUEHTPALMH XOJIeCTEPUHA B KPOBH.

Ilobounoe oeticmeue npu npumeneHuu y oemeil.

Bb110 ycTaHoB€HO, UTO HexkenatenbHble 3 dekThl npenapata y neteit B Bozpacte ot 2 10 12 net
aHaJOrMYHbl TAKOBBIM y B3pocCibIX. Y eTeil Habmonanack 0oJiee BbICOKAs 4acTOTa MOBBILLEHHS
aKTUBHOCTH MEYEHOUYHBIX ()epMEHTOB. B X0/1€ NOCTPErucTpallMOHHbIX UCCIE€10BAHUI BbISBIEHO
pa3BUTHE MaHKpeaTuTa y JeTei Ha ¢oHe Tepanuu BOPUKOHA30J0M, a Takxke Oosiee yacroe
BO3HMKHOBEHHUE KOXKHBIX peaKinii.

Ilepeno3upoBka
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M3BecTHO 0 Tpex ciyvasx ciayyailHoi nepeao3upoBku. Bee ynoMsHyTbie ciiydau nMpoU3OLLIH Yy
JeTeH, KOTOPbIM BHYTPUBEHHO Oblja BBE/IEHA 1032 BOPUKOHA30J1a, B MATh pa3 MpeBbilIaoLas
PEKOMEH/I0BAaHHYIO.

Mmeercs cooblueHue O eaMHMYHOM ciyyae HoTododun mnpoaoKuTebHOCTbIO 10 MUHYT.
AHTHJIOT BOPUKOHA30/1a HEU3BECTEH. B ciiyvae nepe103MpoBKH NMOKa3aHa CUMIITOMATHYECKAs U
MoJyIep KU BakoLLas Tepanus.

BopukoHa3o1 BbIBOAMTCS B XOJe remojavanuza ¢ kiupeHcom 121 mua/mun, Oeranekca
cy1b(oOyTHAAT HATPUS - C KIMPEHCOM 55 MiI/MUH. B cityuae nepeao3upoBKU reMOAHaIn3 MOKET
CnocoOCTBOBATL BBIBEACHHIO BOpPMKOHa3ojsa M Oerazekca cyiabpoOyTuiata HaTpus U3
opraHusma.

B3aumojeiicTBHE € APYTHMH JIeKAPCTBEHHBIMH CPeICTBAMH

MHrubutopsl uiau MHAYKTOpbl M3opepmeHTOB LuToxpoma Paso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BbI3BaTh, COOTBETCTBEHHO, MOBBILIEHUE WJIM CHUKEHME KOHLEHTPALMH BOPMKOHA30/1a B
Mnja3me KpoBH.

BopukoHazos HHrMOMPYET aKTUBHOCTB W30¢epMeHTOB LuToxpoma Piso — CYP2C19, CYP2C9 u
CYP3A4, — u MOXeT MOBbIWIATL [Ja3MEHHbIE KOHLEHTpAaUWU BELUECTB, KOTOPbIE
MeTaboIu3upytoTes ¢ yyactueM u3odepmentoB uutoxpoma Paso (CYP 450), B uacTHOCTH, A
BELECTB, KoTopble MeTaboausupytotes uzopepmeHtom CYP3A4, Tak Kak BOPMKOHA30.
apisercs cuibHbiM MHrMOMTOpOM CYP3A4, x0oTs yBeanuenue AUC 3aBucut ot cyOcrpara (cM.
Tabauuy 4).

Tabimua 4. B3aumopeiicTBue BOpPUKOHA30J1a C JAPYTMMM JIEKAPCTBEHHbIMU CpEACTBAMU W

pEKOMEHAalUU NMPU OJHOBPEMECHHOM MPUMEHCHUH.

JlekapeTBeHHOE CPeICTBO B3aumoseiicrBue: u3menenusi| PekomeHnaauuu npu
(MexaHH3M B3aHUMO/eiCTBHSI) (hapMaKOKHHETHYECKH X O/IHOBPEMEHHOM
napametpoB (%) NpHMEHEHUH

Actemu3on, uMsanpua, numosui,  Bzaumopeictsue He| [IpoTuBonokazaHo (cM.
XUHU/IHH, TepdeHaauH M| U3y4aaoch, OJIHAKO| pazaen
uBabpaauH CYLLECTBYET Bbicokast| «[IpoTuBonokazanus»)
[eyocmpamu uzoghepmenma| BEpOSITHOCTb, uTo
CYP344] MOBBILIEHHbIE  KOHUEHTpALUU

JIAHHBIX JIEKapCTBEHHbIX

CPEACTB MOIyT MpPHUBECTH K

yaunuHeHuto uHtepsana QTc u

B peaKuX ciyyasx
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BO3HUKHOBEHHUIO
KEJYJ0UKOBOM TaXUKapAUHU MO

TUIY «ITUPYIT»

Kapbamasenun u  AAMTENbHO
JeicTByolmre OapOuTyparsbl
(Hanpumep, (enobapbuTan,
mepobapburan)

[Mowgnbie undoykmopur yumoxpoma

Pisof

B3aumopeicteue He

M3y4asoch, 0/IHaKO
kapbamasenuH M UIMTEbHO

aeicTBytole 6apOUTYpaThl,

BEPOSITHO, MOTYT
3HAYUTENbHO CHMXKaTb
MJa3MeHHble  KOHLEHTpALUK

BOpUKOHa3o0J1a

[IpoTuBonokazano (cwm.
pazaen

«[IpoTuBonokazaHus»)

DdaBupens (HEHYKJICO3U IH bl
UHIUOUTOD o0parHoii
TPaHCKPUNTa3bl)

[unoykmop  yumoxpoma  Piso;
uHeUOUMOP u cyocmpam
uzopepmenma CYP3A4]

OHOBpEMEHHOE NPUMEHEHUE
a(paupensa B 103e 400 mr oauH
pa3 B CyTKHU U BOPUKOHA30J1a B

no3e 200 mr 1Ba pa3a B CyTku*

Cmax 2¢aBupensa T 38 %
AUCT a¢aBupensa T 44 %
Cmax BopukoHazona | 61 %

AUCt BopukoHnazona | 77 %

[Ipumenenue
CTaHJapTHbBIX 103
BOPMKOHA30J1a U
spaBupensa B 103e 400
MT OJIMH pa3 B CYTKU
MPOTHUBOIMOKA3aHO (CM.
pazzen

«[TpoTuBONOKA3ZaHUA»).

OHOBpeMEHHOe NPUMEHEHHE
300 mr s¢paBupeH3a 01MH pa3 B
CYTKH W BopukoHazosa 400 mr

J1Ba pa3a B CyTKu*

B cpaBHenuu ¢ a3paBupeHzom
600 Mr oMH pa3 B CyTKH:
Cmax 2¢paBupeHsa <

AUCt sdaupensza 1 17 %

OpHOBpeMEHHOe

MPUMEHEHHE BO3MOIKHO,
€C/IM MOoJUIepXKHUBaroLIas
J03a BOPUKOHa30/1a
Oynet nosbiteHa 10 400
MI J1Ba pa3a B CyTKM, a
n03a saBupeH3a

cHmwkeHa g0 300 wmr
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B cpaBHeHuu ¢
BopuKkoHazosiom 200 mr 1Ba
pasa B CYTKH:

Cmax BopukoHazona T 23 %

AUCT BopukoHazona | 7 %

oJIMH pa3z B cyTku. [lpu

OTMEHE Tepanuu
BOPHKOHA30J10M

HayasibHas 103a
spaBupeH3a  J0JKHA

ObITb BOCCTAHOBJIEHA.

AJIKa10M/bl CIIOPbIHBH (HApUMED,
SproTaMuH M JMTUAPOIProTaMHH)
[cyoempamur uzoghepmenma

CYP344]

B3aumoneiictBue

BOPMKOHA30J1a C ajKaJionaMHu
CMOPbIHbU  (3ProTaMMHOM W
JUTUPOIPrOTAMUHOM) HE
M3y4asoch, 0JIHaKO
CYLUECTBYET BbICOKas
BEPOSITHOCTD, 4To
BOPMKOHA30J1 MOKET BbI3bIBATH
MOBBIIIEHWE  KOHLEHTpaLWil
JIAHHBIX MpenaparoB B IJ1a3Me
KpOBM WM NPUBOAUTH K

ProTUsMy.

[IpoTuBOMOKa3aHO (CM.
pazzen

«IIpoTuBONOKa3aHUA»)

Jlypazuaon
[cyoempamu uzogepmenma

CYP344]

B3aumopeicTBue
BOPMKOHA30J1a C JIypa3u10HOM
HE

n3y4ajioChb, O/1IHAKO

BOPUKOHA30/1, BEPOATHO,
MOXKET 3HAYUTECJIbHO
IMOBbILIATH MJIa3MEHHBIC

KOHUECHTpal WK J1ypasu10Ha.

[IpoTuBONOKa3aHo (cMm.
paszaen

«IlpoTuBONnOKa3zaHUs»)

Hanokceron
[eyocmpamu
CYP344]

uzoghepmenma

B3aumoneicTeue
BOPMKOHA30J1a C HAJIOKCEr0JIOM
HE

n3y4ajiochb, OJZIHAaKO

BOPUKOHA30/1, BEPOATHO,
MOXKET 3HAYUTECIBHO
IMOBbILIATH JIa3MCHHBIC

KOHLECHTpaluXu HaAJIOKCEroJia.

[IpoTuBoMnokazaHo (cM.
paznen

«[TpoTuBonokazaHus»)
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Pugalytun
[Mowgnbiit unOyKmop yumoxpoma
Pisof

300 Mr 0aKH pa3 B CyTKH

300 mMr oauH pa3 B CyTKH (MpH
OJIHOBPEMEHHOM MPUMEHEHHUU C
BopukoHazosom 400 mr 1Ba pasa B

CYTKH) *

Cmax BOpHKOHa301a | 69 %
AUCT BopukoHasona | 78 %
Cmax pudadytuna 1 195 %
AUCT pudabyrtuna 1 331 %

B CpaBHEHUHU c
BopukoHazosom 200 Mr nasa
pasa B CyTKH:

Cmax BopukoHazoaa T 104 %

AUCT BopukoHasona 1 87 %

[IpoTuBonokasaHo
(cm. pazzen

«[TpoTuBonokazaHus»)

Pudamnuuun (600 mr oauH pas B
CYTKH)
[mownbiit unOykmop yumoxpoma

Pisof

Cmax BOpHKOHa3o0sa | 93 %

AUCT BopukoHazouna | 96 %

[IpoTuBonokazaHo (cwm.
pasaen

«[TpoTuBONOKa3aHus»)

PutonaBup (MHrubuTOp nporeas)
[Mow bl UHOYKMOP YUmMOoXpoma
Piso;  uneuobumop u cyocmpam
uzopepmenma CYP3A44]
Beicokue 1031 (400 mr a1Ba pasa B

CYTKH)

Huskue no3wl (100 mr asa pasa B

CYTKH)*

Cmax 1 AUCT puTOHaBHpa <>
Cmax BOpHKOHa30.1a | 66 %

AUCT BopukoHasona | 82 %

Cmax puTOoHaBupa | 25 %
AUCT puronasupa | 13 %
Cmax BOpHKOHa3o0na | 24 %

AUCTt BopukoHasona | 39 %

OHOBpEMEHHOE
NpUMEHEeHHE
BOpHUKOHA30J1a "
BbICOKMX 103

putoHaBupa (400 mr u
BbILLIE /IBA pa3a B CYTKH)
NpPOTUBOINOKA3aHO  (CM.
pazaen

«ITpoTuBONOKa3aHUsA»).

[IpumensTsb
O/THOBPEMEHHO
BOPMKOHA30J1 U
PUTOHABUP B HU3KHX
no3ax (100 mr 2 pasza B
CYTKH) CJI€y€ET JIULlb B

TOM cCJjiy4ac, €CJ/I1
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O)Kujlaemasi oJib3a ot
rnprueMa BOPMKOHA301a
3HAYUTETbHO

MPEeBbILLAET PUCK OT MX

COBMECTHOIO
NMPUMEHEHUS.
3Bepo0OOi MPOAbIPSBIECHHBIH CornacHo nanHbiM| [TpoTuBONOKa3aHo
[unoykmop yumoxpoma P+so u P- | HE3aBUCUMOTO  MCCIIEI0BaHMs:| (CM. pazaen

2nukonpomeunal

300 Mr Tpu pa3a B CyTKH
(0OAHOBpPEMEHHOE MPUMEHEHHE C
0JIHOKpaTHOM 10301

BopukoHazosia 400 mr)

AUC - BopukoHazona | 59%

«[TpoTuBonokazaHus»)

TonBanTaH B3aumoneiicteue ve| [IporuBonokasano
[eyoempam uzoghepmenma) U3y4anoch, OJIHaKoO| (CM. pazaen
CYP344] BOPUKOHA30J1, BepOsITHO,| «[IpoTHBONOKa3aHHs»)
MOXKET 3HAYMTEIbHO
MOBbILLATH Mnja3MeHHbIE
KOHLIEHTpALlMK TOJIBANTaHa.
Benetoknake B3aumoeiicTeue He| O1HOBpEMEHHOE
[evocmpam CYP3A4] M3BY4aJ10Ch, OJIHAKO| NPUMEHEHHE
BOPUKOHA3011, BEpOSITHO,| BOPUKOHA30J1a 1
MOKET BbI3bIBATh| BEHETOK/IAKCa
3HAYUTETbHOE MOBbIIIEHHE| MPOTUBONOKA3aHO B
MJ1a3MEHHbIX  KOHLEHTpaLMi| Havase Tepanuu

BEHETOKJIaKCa.

BEHETOK/JIAKCOM M BO
BpeMsi TATPOBAHMs /103 bl
BEHETOKJ1aKca (c™.
pazaen

«[TpoTuBONMOKa3aHUs» ).
TpeOyetcss  CHUKEHUE
JI03bl BEHETOKJaKca B
daze MOCTOSAHHOM

CYyTOYHOH  J03bI B
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COOTBETCTBUH c
MHCTPYKLUAMH 1no
MPUMEHEHUIO
rnpenapara;
peKoMeH1yeTcs

TLIATEJIbHBIA  KOHTPOJIb

Ha npeameT
oOHapyKeHUst
MPU3HAKOB
TOKCHYHOCTH.
®aykonazon (200 mr oauH pa3 B| Cmax BopukoHaszona T 37 % [Toaxoasiumii  pexum

CYTKH)
uzoepmenmos

CYP2C9, CYP2C19 u CYP344]

[uneuoumop

AUCT BopukoHazona T 79 %

Uamenenus Cmax u  AUCT

(baykoHa301a HE YCTAHOBJIEHbI

KOPPEKLMU J103bl W/WIH

4acTOThI npuema
BOpUKOHa30J1a 1
(dnykoHasona HE
ycraHoBiaeH. B Tom
ciyvae, eciiu
BOPUKOHA30/1

MPUMEHSIETCS MocIe
daykonasoua,
peKoMeHayeTCs
MPOBOAUTH TLLATEbHbIH
KOHTPOJIb
HeKeaTeIbHbIX
peaKLmid,

CBSI3aHHBIX C IPHUEMOM

BOpHUKOHAa30J1a.

DEHUTOUH
[eyoempam uzogepmenma
CYP2CY9 u mownwvlit uHOYKMop
yumoxpoma Piso]

300 mMr oauH pa3 B CyTKH

Cmax BopukoHazona | 49 %

AUCT BopukoHasona | 69 %

Cnenyet u3beraTb
0JIHOBPEMEHHOIO

npuema
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300 mMr oaMH pa3 B CYTKH
(OAHOBpEMEHHOE MpPUMEHEHUE C
BOpMKOHa30s10M B 03¢ 400 mr 1Ba

pa3a B CyTKH)*

Cmax ¢enurounna 1 67 %
AUCt penutonna T 81 %
B cpaBHeHuu ¢
BopukoHazosiom 200 mr aBa
pasa B CyTKH,

Cmax BoprKkoHazosa T 34 %

AUCT BopukoHazoaa T 39 %

BOPHUKOHA30/1a U
(henuTOMHa, 3a
MCKJIFOUYEHHEM
Cly4aes,

Korja noJib3a s
MalueHTa npeBbIlaeT
puck. Pexomenayercs
KOHTPOJIMPOBATh
MJ1a3MEHHbIE
KOHLIEHTPALIUH

(deHuToMnHa.

OnHoBpeMeHHOE
npUMEHEeHHE
BO3MOXKHO

TOJIbKO B Cilyyae, eciiu
Mo/U1ep KU BaKOLLLAs
J103a BOPUKOHA301a
Oyzet yBeauyeHa 10 5
MI/KI BHY TPUBEHHO
uau ¢ 200 mr g0 400
MI BHYTpb J1Ba pa3a B
CYTKH (y MaLMEHTOB C
maccoii Tena mexee 40
kr co 100 mr g0 200 mr

BHYTpb /1Ba paza B

CYTKH).

JlerepmoBup Cmax BOpHKOHa301a | 39 % Ecnu HEBO3MOKHO

[unoykmop uzogpepmenmos| AUCo-12 BopukoHazona | 44 %| uzbexarb

CYP2C9u CYP2C19] C12 BopukoHasona | 51% 0JIHOBPEMEHHOTO
NpUMEHEHUS
BOpHUKOHa30J1a u
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JleTepMOBHpa,
HEOOX0AMMO
KOHTPOJIMPOBATh

COCTOSAHUEC NauMCHTA Ha

npeameT CHHUIKEHUS
ypdekTUBHOCTH
BOpPMKOHA30.1a.
['na3znernd B3aumoneiicteue ne| Ecin HEBO3MOKHO
[cyoempam uzoghepmenma| U3y4aaoch, O/IHaKO| M30exarhb
CYP344] 0’KH1aeTCsl, 4YTO| OAHOBPEMEHHOIO
O/IHOBPEMEHHOE MNPUMEHEHUE| MPUMEHEHHUS,
BOpPHUKOHa30J1a MOBBIILIAET| PEKOMEHAYETCS  4acTo

KOHUCHTpAUHKO IJ1a3aAe ruba B

mjiasMe€ KpOBU U [MOBBLILIACT

MNPpOBOJAUTb MOHUTOPUHI

OKT'.

PUCK YJIMHEHMUS MHTEpBaja
QT.
MHrubuTOpbl THPO3ZUHKUHA3DI Bzaumopneiicteue He| Eciin HEBO3MOIKHO
[cvoempamu uzoghepmenmal U3yuyanoch, 0J1HaKo| u3bexarhb
CYP344] BOPUKOHA301 MOBbBILIAET| OJJHOBPEMEHHOTO
(Hanpumep, AKCUTUHMO,| MIa3MEHHbIE  KOHLEHTpALMHU| NPUMEHEHHS,
60CcyTHHUO, Kab03aHTUHHUO,| UHTHOMTOPOB TUPO3UHKWHA3bL,| PEKOMEHAYETCH
LUEepPUTHUHUO, KoOumeTuHuO,| mMetabonuzupyembix CYP3A4. | cHrxkeHue J103bl
nabpadenuod, na3aTuHUO, MHrMOUTOpA
HUJIOTUHMO, CYHUTHHHUO, TUPO3UHKHHA3BI.
uOpyTUHUO, pubOLMKINO)
AHTUKOAryJIsIHTbI Ecnu nalMueHTam,
Bapdapun (30 Mr oaHOKpaTHO| YBEJMYEHHE MAKCUMAIBHOIO| MOJyYaroUUM
O/THOBPEMEHHO € BOPUKOHA30JI0M| MPOTPOMOMHOBOrO  BPEMEHHM| Mpenaparbl  KyMapuHa,
300 mr /1Ba pa3a B CyTKH) ObUI0 MpUOIM3UTENIBHO B /Ba| Ha3HAYaKOT
[cyoempam uzogepmenmal paza. BOPUKOHA3011,
CYP2C9] HEoOX0AMMO ¢
KOPOTKHUMHU
[Ipeanonaraercs, 4TO| MHTEpBAJIAMH
BOPHUKOHA30J1 MOJKET| KOHTPOJIMPOBATh
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Hpyrue nepopajibHble
AHTUKOATYJIAHTBI, Harnpumep,
(eHNpOKYMOH, aeHOKYMapoJi

[cvoempambt uzoghepmenmos

CYP2C9 u CYP344]

yBEJMYUBATD MnJaa3MeHHbIE
KOHLEHTPALlUK  KyMapWHOB,
YTO  MOXKET MPUBOAUTHL K
MOBBILIEHUIO

MpOTPOMOMUHOBOIO BPEMEHH.

MpoTpOMOMHOBOE BpeMs
M COOTBETCTBYIOLLUM
oOpa3om noadupatb

J103bl aHTUKOAlr'YJIAHTOB.

Wsakadtop [cyocmpam B3aumoeiictBue He| Pexomenayercs
uzoghepmenma CYP3A4] M3y4asloCh, 0JIHAKO| CHWIKEHHE J103bl
BOPHUKOHA30J1, BEPOATHO,| MBaKadTopa.
MOJKET MOBBILIATH MJ1A3MEHHBIE
KOHLIEHTpallMKM  MBakagTopa,
YTO MOXKET MPUBOAUTHL K
MOBBILICHUIO PUCKA pa3BUTHS
MoOOUYHBIX pEaAKLIM.
I30MUKJIOH BzaumoneiictBue He| PekomeHnayercs
[cyocmpam uzoepmenma M3y4aJloCh, OJIHAKO| CHUIKEHHE 1103l
CYP344] OKMJAETCs, YTO BOPHUKOHA30J1| 930MUKIOHA
yBEJMYUBACT MJa3MeHHbIE
KOHLIEHTPALIMKU W CEJaTUBHbIH
3 deKT I3OMNUKIOHA.
beH3o1a3enuHbl CornacHo JaHHbIM| Pexomenayercs
[cyocmpamuel uzoghepmenma HE3aBUCUMOTI0 UCC/IE10BAHUA: | OUEHUTD
CYP344] AUCo-» mMunasonama T B 3,6-| 1enecooOpa3sHOCTb
Mupazonam (0,05 mr/kr B/B paza KOpPpPEKLIMH J103bl
OJJHOKpaTHasi 103a) OEH30/1Ma3€eMUHOB.
CornacHo JTaHHBIM

Mupazonam (7,5 Mr oqHOKparHas

11032 BHYTpb)

Jlpyrue GeH30/11a3eNUHbI
(Hanpumep, TpuasoJam,

ajinpasoJam)

HE3aBMCHMOTO UCCJIE10BAHHS:
Cmax Mu1a301aMa T B 3,8-paza

AUCo-» muao3anama 7 B 10,3-

pasza
Biaumoaeiictue HE
U3yuasnoch, 0JIHAKO

BOPUKOHA30/1 MOXKET BbI3bIBATb
IMMOBbILICHHUE MJ1Ia3MCHHBIX

KOHUEHTpALMi JNpYyrux
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OeH30/11a3eNUHOB, KOTOPbIE

MeTabUIn3UpyIOTCS noa
NeHCTBUEM u3odepmenTa
CYP3A4, " BbI3bIBATh
pa3BUTHE MPOJOHTMPOBAHHOIO

cenatuBHOro Y dekra.

MmmyHocynpeccanTbl
[cyoempamur uzogepmenma
CYP344]

Cupoaumyc (2 Mr 0IHOKpaTHO)

DBeposiumyc

[makoice cyocmpam P-gp]
[lukiocnopun  (y  MauMeHTOB,
nepeHecux TPaHCIJIAHTALUIO

CornacHo JTAHHBIM
HE3aBUCUMOI0 UCC/IEI0BAHUS:
Cmax cupoaumyca 1 B 6,6 pa3s

AUCo- cuponumyca 1 B 11 pa3

B3aumoneiictBue He
M3y4asoch, 0JIHaKO
BOPUKOHA301. BEPOSITHO,
MOXKET BbI3bIBATh
3HAYMTENIbHOE MOBbILLEHUE
TJIa3MEHHbIX ~ KOHLIEHTpALMi

IBEpOJIMMYCa.

Cmax uukjocnopusa 1 13 %

AUCTt unknocnopusa T 70 %

OaHOBpEeMEHHOE
npUMEHeHHe
BOpPHUKOHA301a 1
cUpoIMMyca
MPOTUBOMNOKA3aHO  (CM.
pazzen

«[TpoTuBonokazanus»).

OaHOBpeMEHHOE
NpUMEHEHHUE
BOpHUKOHa30J1a "
3BEPOIUMYCa He
peKOMEeHyeTCs,

MOCKOJbKY ~O)KMAAeTCs,
4TO BOPUKOHA30J1 MOKET
3HAYUTEILHO TMOBbBILLIATH
nJ1a3MeHHbIE

KOHLEHTPaLKUH
IBEPOJIUMYCA (cm.
paznen «Ocobbie
yKazaHUs).
[Tpu Ha3HAYEHU U

BOpUKOHa30J1a

NnatuMeHTaMm,

25



MOYKH u

CTaOUIBLHOM COCTOSIHUH)

Takpoaumyc

(0,1 MI/Kr 01HOKpaTHO)

HaxXoAsa U HuXCs

B

Cmax Takpoaumyca T 117 %

AUCTt takponumyca T 221 %

MOJTyyaroLIUM
LIMKJIOCTIOPHH,
peKOMEHyeTCs
YMEHBILUTb 103y
LIMKJIOCMIOPUHA BJBOE M
KOHTPOJIMpPOBATh  €ro
KOHUEHTPALIHUIO B
njiasme KpOBH.
[ToBbileHKE
KOHLEHTPaLUK
LIMKJIOCTIOpUHA
COMPOBOK/IAETCSA
HE(PPOTOKCUUHOCTBIO.

[locae OTMEHBI

BOpUKOHA30/1a
HEOOX0AMMO

KOHTPOJUPOBATH

KOHUECHTpALUIO

LUMKJIOCIIOpHUHA W TIpU

HEOOXOIMMOCTH

YBEJHWYUTH €0 103Y.

[Tpu Ha3HAYEHU U
BOpPUKOHA30J1a
nalyeHTam,
NoJ1y4aro M
TaKpOJIMMYC,
pEKOMEHAyeTCs
YMEHbLIUTH 103y
MOCJEJHEro /10 OJHOMU
TpeTH 7}
KOHTPOJIMPOBATh €ro
KOHUEHTPALIUIO B

rniasme KPOBH.
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[ToBbiieHue
KOHLEHTpaLUK
TaKpoJumyca
COMPOBOKIACTCS
HEe(PPOTOKCHUYHOCTBIO.

[Tocne OTMEHBI

BOpHKOHA30J1a

HEOOXO0IMMO

KOHTPOJUPOBATh

KOHUCHTPALUIO

TaKpoJuMyca W TIpH

HEOOXOIMMOCTH

YBCJIHYUTDL €ro 103Y.

JlnuTenbHO AEHCTBYIOLIME ONMUATDI
[cyocmpamur uzoghepmenma
CYP344]

Oxkcuion (10 Mr ogHOKpaTHO)

Meraaon
(32-100 Mr oauH pa3 B CyTKH)
[cyocmpam uzogepmenma

CYP344]

CornacHo JIAHHbIM
HE3aBUCHMOI0 MCCIICJOBAHHS:
Cmax okcuziona 1 B 1,7 pa3

AUCo—- okcuaoHa 1 B 3,6 pa3

Cmax R-meTasiona (akTMBHOro
metabonuTa) T 31 %

AUCt R-meTtaioHa (akTHBHOTO
metabonurta) 147 %

Cmax S-meTanoHna 1 65 %
AUCt S-metaziona 1 103 %

Cnenyer OLEHHUTh
BO3MOYKHOCTb
CHWKEHUS N03bl

OKCMOHA W JpYrux
JUTUTENIBHO
JIEUCTBYIOLIMX OMHATOB,
MeTabosIn3upyeMbIX
130(hepMeHTOM
CYP3A4  (nanpumep,
TMAPOKOIOHA).

Mosxer noHaaoOoUThHCS
KOHTPOJIb  COCTOSIHHS
NaluMeHTa ¢ KOPOTKMMHU
MHTEpBaJaMH Ha
npeaMer pa3BUTHSA
HEeXe1aTe/IbHbIX
peaKkLMii, CBA3aHHBIX C

OolrnuvaTamMHu.

[ToBbIlIEHUE

KOHUCHTpALUUH

27



MEeTajoHa B [Ua3Me
KPOBM  NpPUBOAMT K
NPOsIBIEHUIO
TOKCHYECKUX I(PPEKTOB,
BKJIOYas  yAJIMHEHUE
MHTEpBasa QT
PekomeHnyercs yacTtblii
KOHTPOJIb  COCTOSIHUS
nauuMeHTa Ha MpeaMer
pa3zBUTHSA
HeXe1aTeIbHbIX
peakLM1ii 1 TOKCHYHOCTH
(B TOM uuc/e yJIMHEHUE
MHTEpBaa QT1),
CBSI3aHHBIX c
MeTasioHoM. Bo3MoikHO,
MOHAJ00MUTCS CHUKEHUE

J03bl ME€TA/10Ha.

Hectepounnbie
MPOTUBOBOCHAIUTENbHBIE
npenapats! (HIIBIT)
[cyoempamul uzogpepmenma
CYP2CY9]

HUbynpoden

(400 Mr 0IHOKpaTHO)

Jluknodenax

(50 Mr oaHOKpaTHO)

Cmax S-ubynpodena T 20 %
AUCo- S-ubynpodena 1 100
%

Cmax auknogenaka 1 114 %
AUCo- aukiodenaka T 78 %

[Taumentos ciaeayer
HabaoaaTh € UEIbIO
BbISIBJIEHUSI BO3MOXKHBIX
TOKCHYECKUX 3 deKToB
M Npu HEOOXOAUMOCTH
KOPpPEKTUPOBATh  [103bl

HIIBIT.

28



Owmernpazon

(40 mr o1MH pa3 B cyTKH) *
[uneuoumop uzoghepmenma
CYP2C19; cyocmpam
uzoghepvenmos CYP2C19 u
CYP344]

Cmax omenpazona 1 116 %
AUCt omenpazona 1 280 %
Cmax BopukoHazona T 15 %
AUCt BopukoHazona T 41 %
BopukoHa3on Takke MOKeET
JIEUCTBUE

yrHeTaThb ApYTuX

MHIMOMTOPOB MPOTOHHO#

MOMIMbl, KOTOpbIE SIBJSIOTCS
cyOcTpaTamu

CYP2¢€19,

u3odepmenTa
uTo MOXKeT
MPUBOAUTL K  MOBBILIEHUIO
MJa3MEHHbIX  KOHLEHTpaLMii

3THUX JICKAPCTBEHHbIX CPEACTB.

Koppekuus J03bl

BOPUKOHA30/1a HE
7=

TpedyeTcs.

[lpy Hauwane npuema

BOpPMKOHa30J1a y

NalMeHTOB, yKe

nojiydaromimx  Tepanuro

OMECI1pasojioM B 034X

40 Mr wid  BbILIE,
peKomMeHyeTcs
CHUKEHUE J103bl

omernpasoJia B 1Ba pa3sa.

[lepopanbHble KOHTpaLENTUBBI *
[eyocmpamuer uzoghepmenma
CYP3A4,; uneubumopwi
uzopepmenma CYP2C19]
HopaTuctepoH/aTuHUASCTpaAHON

(1 mr/0.35 Mr oiMH pa3 B CYTKH)

Crmax 9TUHUIICTpaaunona 1 36
%

AUCt stuHuascTpaauona 1
61 %

Cmax HOpaTUcTEepoHa T 15 %
AUCT HopaTucTepoHa T 53 %
Cmax BopukoHazona 1 14 %

AUCTt BopukoHnazosa T 46 %

Pexomenayercs
KOHTPOJIb  COCTOSIHUS
MnauMeHTa Ha Mpeamer
pa3BUTHS
HEXKe1aTeIbHbIX
peaKkuMii, CBA3aHHBIX C
NPUMEHEHUEM

nepopaibHbIX

KOHTpaLENnTHBOB 1

BOpPHMKOHA30J1a.
HapkoTuyeckue aHaIbre TUKH Cnenyer OLEHHUTD
KOPOTKOTO JI€HCTBUS BO3MOKHOCTb
[eyvoempamul uzogepmenma CHUKEHUS J103bl
CYP344] andenTanuna,

Andenranun
(oaHOKpaTHas no3a
20 MKI/KI ¢ O/IHOBPEMEHHbIM

NPUMEHEHUEM HAJIOKCOHA)

Ddenranun

(O/IHOKpaTHas 1032 5 MKI/KT)

CornacHo JaHHbIM
HE3aBUCUMOTI0 UCCJIEI0OBAHUA:
AUCo— andenranuna 1 B 6

pas

CornacHo AaHHbIM

HE3aBUCUMOI'O UCCJICJOBAHUSA !

(deHTanuna u

APYTUX HapKOTHYECKUX
aHaJbreTUKOB
KOpPOTKOro  JIeHCTBUS,

UMEIOLIHUX CXOXKYIO C
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AUCo— ¢enranuna 1 B 1,34

pasa

asipeHTaHUIOM
XUMHUYECKYIO CTPYKTYpY

1 MeTabOoaU3UPYEMBIX

130(epMEHTOM
CYP3A4  (nampumep,
cyenranuna).
[TauneHTsl JIOJIKH bl
HaXOUThHCS noja
MOCTOSIHHBIM
Hab01IEHUEM JUIs
MpeaoTBpaLLeH s
yrHETEeH U byHKUMH

JbIXaHUS WIH JApYrHUX
noGo4YHbIX  IPPEKTOB,
CBSI3aHHBIX C TMPUEMOM
HApKOTHUYECKNX
aHaJIbIeTUKOB

KOPOTKOIro ACUCTBUS, U

npu HEOOXOAUMOCTH MX

a03a  J0/bKHA  ObITh
CHUKEHA.
CraruHbl (HanpuMmep, JoBacTatvH) | Bzaumoaeiicteue He Ecnu HEBO3MOXKHO
[cyoempamuol uzoghepmenma M3y4aaoch, O1HAKO, u30exaThb
CYP344] BEPOSATHO, BOPUKOHA30J1 OZIHOBPEMEHHOI0
MOKET YBEJMUYMBATh| IPUMEHEHUS
n1a3MeHHble  KOHLIEHTpalMH| BOPMKOHA30./1a 1
CTaTUHOB, KOTOpbIE| CTaTHHOB, KOTOpbIE
MeTaboIU3UpYIOTCS MeTaboIU3UpYIOTCS
usopepmertom  CYP3A4  u| usodpepmentom
MOXET MPUBOAMTH k| CYP3A4, cienyer
pabaomuonusy. OLIEHUTb BO3MOYKHOCTb

CHUIKCHUA J103bI

CTaTuHa.
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[IpousBoaHbie
CyJ1b()OHUIMOUEBHUHBI
(Hanpumep,

FAUMU3K, TIMOEHKIaMUA)

TOJA0yTaMHUA,

B3aumoseiicTBue He
M3y4aaoCh, OIHAKO, BEPOATHO,
BOPUKOHA30.1 MOXKET

YBCJIUMYUBATDH J1a3MCHHbIC

HeobOxoanmo
TLLATEBHO
KOHTPOJIMPOBATh

KOHUECHTpAUUIO

[cyocmpamer uzoghepmenma KOHLIEHTPALIMK TMPOU3BOAHBIX| IVIIOKO3bl B [Jla3me
CYP2C9] CyJIb()OHUIIMOUYEBUHbI 1| KPOBH.

ABJISATHCS NMPUYUHOM

TUTOTTMKEMHH.
Asnkanonabl GapBUHKA BopukoHa3on moxer Pexomennyercs
(Hanpumep, BUHKPUCTUH U MOBBILIATH COAEPKAHUE OLICHUTb
BUHOJIACTHH) asikaaou10B GapBUHKa 11e/1ec000pa3HOCTb
[evoempamu (BMHKPUCTHHA U BUHOJIACTUHA)| KOPPEKLIMH 103bl

uzopepmenma CYP3A4]

B I1Jla3M€ KpOBHM W BbI3bIBATb

HEUPOTOKCUYHOCTb.

aJIKaJlon10B 6apBl/lHKa.

Jlpyrue MHruOMTOpBI NpoTEasbl
(MUIT) BUY

(Harpumep,

CaKBUHABUP, AMIIPEHABUD U
Headuuasup) *

[uneuoumopwi u cyocmpamoi

uzopepmenma CYP3A4]

WUccnenosanus in vitro
CBHUJIETEJbCTBYIOT O TOM, YTO
BOPMKOHA30J1 MOXKET
MHMMOMpPOBaTh  METabOIU3M
uHruouTOpoB nporeasst BUY:
caKBUHaBMpa, aMIIpeHaB1pa v
Heagunasupa. B cBoro

oyepe/lb, UHTHOUTOPbI

npotea3sl BUY moryt

Pekomenayercs
TUIATe/IbHBIH KOHTPOJIb
COCTOSIHMSI NMALMEHTA Ha
npeamer pa3zBUTHS
JIOOBIX MPOSIBJICHUH
JIEKapCTBEHHOM
TOKCUYHOCTH W/WITN

HEAOCTATOYHOCTH

nevicteug. Bo3moixkHo,

Mo/IaBjisiTh META00IU3M NnoHa100UTCs
BOpPMKOHA30J1a. KOppeKL s J103bl
npenaparos.
Jlpyrue HeHyK/1€03UIHbIE UccnenoBanus in vitro | Pekomenayercs

MHIUOMTOPBI OOpaTHOM
tpanckpunrassl (HHHAOT)
(Hanpumep, AeIaBUPAMH,
HeBUparnuH) *

[uneuoumopur uru unHoykmopbvi
yumoxpoma P50 u cyocmpamut

uzopepmenma CYP3A4]

[NoKasaJiu, 4TO MeTab0JIM3M

BOpHUKOHAa30J1a MOXKET
YrHeTaTtbCsa 1oOA JNIEUCTBUEM

HHUWUOT, a BopukoHazon B

CBOKO ouepeb MOXKeT
yrHeTaThb MeTaboIn3M
HHHOT.

TILATEJIbHBI KOHTPOJIb
COCTOSIHMS MALUEHTa Ha
npeaAMeT pa3BUTHS
JIEKapCTBEHHOM
TOKCUYHOCTH W/WIH
HEI0CTaTOYHOCTH

neicteus. BosMoxHO,
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Ha ocHoBaHuu MOJTYHYCHHBbIX

pe3yJIbTAaTOB UCCJIC0BAHUs

ybdekra

BOPHUKOHA30J1

ydaBupeHsa  Ha
MOKHO
npeanosoxkuts, yto HHUOT
MOT'YT YCHJIMBATh METa00/IM3M

BOpHKOHa30.1a.

norpedyercs
KOppEKLLUA

npenaparos.

J03bl

TpeTuHouH
[eyocmpam uzogpepmenma

CYP3A44]

B3aumoneiicTBue HE

H3y4ajiocChb, O/1HAKoO,
BOPHUKOHA30/1 MOKET
MOBbILIATH KOHUCHTpAaLUH

TPETUHOUHA U MOBbLILIATL PUCK

Pexomenayercs

KOppeKLMs
TPETUHOMHA

JICUCHMUA

BOPUKOHA30JIOM U MOCJIC

J103bl

BO BpeMms

pa3zBUTUsl MOOOUYHBIX pEaKUMi| €ro OTMEHBI.
(MaMonaTUyecKou
BHYTPUUYEPEMHOM
FMNEPTEH3HH,
rUnepKajlbLUEMHUN ).
[lumetnaun (400 mr aea paza B | Cmax BopukoHazona T 18 % Koppekuuss 1036l He
CYTKH) AUCTt BopukoHazona 1 23 % | tpebyeTtcs
[Hecneyuguuecku  uneubupyem
yumoxpom Pyso  u  noeviuaem
yposenv pH scenyoounoco coxal
Jlurokcux Cmax JIMTOKCUHA <> Koppekuuss  103b1  He
(0,25 Mr oauH pa3 B CyTKH) AUCT 1MrokcuHa < TpedyeTcs
[eyocmpam P-eiuxkonpomeunal
WUuaunasup Cmax MHAMHaBUpa <> Koppekuuss 1036l HE
(800 mr Tpu paza B cyrtku)| AUCT uHaMHaBUpa <> TpedyeTtcs
[uneuoumop u cyocmpam| Cmax BOPMKOHA30.J1a <>
uzopepmenma CYP3A4] AUCT BopuKOHa30Ja <>
AHTUOMOTHKH rpy nrbl Koppekuuss 10361 He
MaKpoJ1/10B Tpebyercs
DpUTPOMULIMH Cmax 1 AUCT BoprKOHa3osia <>

(1 r 1Ba pa3a B CyTKH)
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[uneuoumop uzoghepmenma
CYP344]
A3UTPOMHULIUH

(500 Mr 0iMH pa3 B CYTKH)

Cmax 1 AUCT BOpHKOHa3oJa <>

BiuvsiHue BOpMKOHA30/1a  Ha
MeTaboJIM3M  SPUTPOMHULIMHA
WU a3UTPOMMLIMHA
HEU3BECTHO.
MukodeHosnoBas KucaoTa Crmax mukodenonoBoi| Koppekuus  103bl  He
(1 r 0/1HOKpaATHO) KUCJIOTBI <> Tpebyercs
[cvocmpam ypuoun-5' - AUC MUKO(EHOI0BOM
ougocgham- KHCJIOTBI <>
2MOKYPOHUIMpancgepasvl |
KopTtukocTtepouasl Koppekuust  103bl  He
[IpeaHu30n0oH Cmax npeHu3onona T 11 % Tpebyercs.
(60 M 0IHOKpaTHO) AUCo npeanu3onona 1 34 %| [lauueHTsl,
[evocmpam uzogepmenma nosyvarorume
CYP344] JUIMTE/IbHOE  JIEYEHHE
BOPHKOHA30J10M 1
KOPTUKOCTEPOUAAMHU
(BKJIHOUAs

MHTaJISILLHOHHbIE
KOPTHUKOCTEPOM/IbI,
Hanpumep OyaecoHun),
JOJDKHBI  HaXOJUTbCS
noja TIATE/IbHbIM
HaOto1IeHHEM Ha
npeaMeT  HapyLIEeHHs
byHKUMH KOpbI
Ha/JMOYEUYHUKOB KaK BO

BpE€Ms JICHUCHUA, TaK H

nocie npeKpaLieHHUs
MPUMEHEHUS
BOpHUKOHA30J1a (cm.
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pasaen «Ocobble

yKazaHus»).
Panutuanu Cmax 1 AUCT BopukoHasosia «<»| Koppekuust  103bl  He
(150 mr 1Ba pa3a B CyTKH) Tpebyercs

[nosviueaem  pH  ocenyoounoco

cokal

MdapMaKkOKUHETHUECKHUI mapameTp, OCHOBaHHbIH Ha 90% J0BEPUTEILHOM MHTEpPBAJE CPELHEro
FeOMETPUUYECKOrO 3HAUEHHs, HAXOAUTCs BHYTPH (<), Bbilue (1) nian nuxe (|) unrepsana 80 % -
125 %.

* B3aumHoe BO3aeiCTBHE.

AUCT, AUCy, AUCo. - nuioiaib noj KpUBOi «KOHUEHTpaLUUs-BpEMS» B MEPHOJ 103MPOBAHUS,
OT MOMEHTa BBEJEHHMS npenapara 10 BMAMMOW KOHLEHTpAlMW B Ija3Me KPOBH, OT MOMEHTa
BBE/ICHUS npenapara 10 0€CKOHEYHOCTH, COOTBETCTBEHHO.

Dapmayesmuieckas HeCOBMECMUMOCHb

Bopukonaszon HecoBmectm ¢ 4,2 % pacTBOpPOM HATpus rMApoKapOOHaTa, MoITomMy ero He
PEKOMEH/IyeTCs  MCMOIb30BaTh B KauecTBe pacTBoputens. COBMECTUMOCTb C  ApPYTMMH
KOHLIEHTPALIMUAMHU HATPHsl TMApOKapOOHaTa HEW3BECTHA.

[Tpenapar budiypuH Hesb3s BBOAMTH OJHOBPEMEHHO C Mpenaparamd KpoBH MM pacTBOpaMH
3IEKTPOJMTOB BbICOKOW KOHLEHTpALMH, AaXe €M sl MHDY3UH MCMOJIb3YIOTCS OTAC/bHbIC
KaTeTepbl.

Mudysuto npenapara budaypun He ciaeayeT npoBOAMTH Y€PE3 OJMH KaTeTep WM KaHIOMO €
JAPYTUMHU JICKAPCTBEHHBIMU CPEACTBAMU, BKJIKOYAs Mpenaparbl /s MapeHTepaibHOrO MUTAHUS
(Amunodysun 10 % [laoc). OaHako npenapat MOXKET BBOAMTHCS OJIHOBPEMEHHO C MOJHbBIM
napeHTepaibHbIM MUTAHUEM M C PACTBOPAMU JIEKTPOJIIMTOB HEBBICOKOM KOHLEHTPALMH Yepes
OT/Ie/IbHbIE KaTeTepbl UJIM OT/JEIbHbIH BXO MHOMOKaHAJILHOIO KaTeTepa.

[lpenapar budaypun He cieayerT cMmewMBaTh € JAPYTMMH JIEKAPCTBEHHBIMH CPEICTBAMH, 32
MCKJIIOYEHHEM MepeUurcIeHHbIX B paszjene «MHCTpyKuMs 1o npuroToBICHHIO pacTBOpa s
UHY3HI».

Ocobble ykazaHus

B3srue wmarepuana aas noceBa M ApYrux J1abopaTOpPHbIX MCCEA0BaHMI (ceposorus,
FUCTONATOJIONUS ) € LIEJIbIO BbIACJICHUS U MICHTUUKALMU BO30OYAUTENEH CEYET NPOU3BOANTD
J0 Hayana jiedeHus. JIeYyeHHe MOXKHO HayaTh [0 TOJy4YEHHs pPe3yJbTaToB J1abOpPaTOPHBIX
uccaeaoBannii. OHAKO noc/e MoJydeHUs ITUX Pe3ysIbTaTOB HEOOXOAMMO CKOPPEKTHPOBATH

NPOTUBOTPUOKOBYIO TEpPAIUIO.
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K Buzam, HanboJsiee yacTo Bbi3biBatOIUM MH(peKMKU y yenoseka, otHocstes C. albicans, C.
parapsilosis, C. tropicalis, C. glabrata v C. krusei, npn 5TOM Ul BCEX HHX MHUHHMMallbHas
nonasasiowas konuentpauus (MITK) BopukoHasona 0ObIYHO cocTaBiseT meHee | mr/mu.
OAHAKO in vitro aKTMBHOCTb BOPMUKOHA30j1a NpPOTHUB IpuOOB pasHbiX BuaoB Candida wHe
oauHakora. B yactHoctu, MITK BopukoHa30/1a A1st yCTORUMBBLIX K (u1yKOHa3071y n30410B C.
glabrata nponopuroHanbHo Beite, yeM MITK a1 n3019T0B, UyBCTBUTEAbHBIX K (1yKOHA301Y.
B cBa3u ¢ otum, rpubku poaa Candida caepyer BO BCEX BO3MOXKHBIX — Cllydasx
MACHTH(HUUMPOBATL 10 YpOBHs BUAA. [Ipn BO3MOMNKHOCTH ONpPEAEIEHHS 4yBCTBUTEIbHOCTH
rpubOB K NpOTUBOrPMOKOBBLIM Mpenapatam mnojyuyeHHbie 3HaueHus MIIK  caeayer
MHTEPNPETUPOBATH C UCMOIB30BAaHUEM MOPOrOBbIX KPUTEPHUEB.

BbiaeneHbl  KJAMHMYECKME — LITAMMbl  MUKPOOPraHM3MOB,  00JajaroliMe  MOHWKEHHOM
YyBCTBUTEJILHOCTBIO K BOPUKOHA30/1y. OQHAKO MOBBILIEHHbIE MUHUMAJIbHBIE [MOAAB/IAIOLIWE
koHueHtpauun (MITK) He Bcerza no3BojstOT npeackasaTbh KIMHUYECKYHO HEI(P(PEKTUBHOCTS:
M3BECTHBI CJly4ad, KOrJa BOPUKOHa30s1 Obul 3(EKTHBEH Yy NaLUEHTOB, MH(PULUMPOBAHHBIX
MHUKPOOpPraHMU3MamMH, YCTOMUYMBBIMU K JpyruM asojaM. OUEHUTb KOPPEISLUMIO  MEKIY
AKTUBHOCTBIO BOPMKOHA30/la B YCJIOBUSIX in Vitro M KIMHUYECKMMHU pe3yJ/IbTaTaMH JI€YEHHs
TPY/IHO, YYUTBIBAsi CJOKHOCTb MAaLMEHTOB, KOTOPBIX BKJIOYAIU B KIMHHUYECKHE MCCIIEI0BAHUS.
[TorpaHuuHble KOHLEHTpALMKU BOPUKOHA30J1a, MO3BOJISIOLIME OLEHUBATH YYBCTBUTE/IBHOCTH K
3TOMY Npenapary, He yCTaHOB/IEHbI.

Heowceramenvnoie agienus co cmopoHsl cepoeuHo-cocyOucmou Cucmembt.

[IpumeHeHHe BOpUMKOHA30/1a CBS3aHO ¢ yaAauHeHueM uHtepBaia QT Ha snexTpokapauorpamme,
YTO  COMPOBOXK/AETCS  PEAKMMH  CIyyassMd  MEpLAHUS/TpeneTaHusi  KeayJdOuKoB Y
TSKENO0OAbHBIX  MALIMEHTOB € MHOKECTBEHHbIMM  (DaKTOpaMM  pUCKa, TaKMMH  Kak
Kap/IMOTOKCHYECKas XUMHUOTEparus, KapJMOMMOMNATUs, TMIOKAaIMEMHUs W COMYTCTBYIOLIAs
Tepanus, KOTOpPbIE MOIJIM CIOCOOCTBOBATH PA3BUTHUIO JAHHOTO OCJI0KHEHHS.

BopukoHazon caeayer ¢ OCTOPOKHOCTbKO MPUMEHATH Y MALMEHTOB CO  CIEAYIOLIMMHU

NOTCHUHUATIBbHO MPOAPUTMUYECKUMH COCTOAHUAMMU!

. BPOKAEHHOE WM npuoOpeTeHHoe yyinHeHue unrepsana QT;

. KapJAMOMHOMNAaTUs, OCOOEHHO B COUYETAaHUU C CEPICYHOI HEA0CTATOUHOCTBIO;

. CUHYcOBas OpaauKapaus;

. CYLLECTBYIOLIME APUTMHUU € KIMHUYECKUMHU MPOSIBICHUSIMMU;

. O/ITHOBPEMEHHOE MPUMEHEHHE JIEKAPCTBEHHbIX MpenaparoB, yUIMHAOWMUX UHTepBan QT

(cM. pazaen «B3aumozpeiicTBue ¢ IpyruMu JIEKapCTBEHHBIMHU CPEICTBAMMY).
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DAEKTPOIMTHBIE HAPYLLIEHUS, HAPUMED, TMIOKAJTHEMHIO, THTIOMArHUEMHIO U THITOKAJIbLIMEMHUIO,
Mp1 HEOOXOAUMOCTH, CJIeyeT KOHTPOJIMPOBATh M yCTPAHATh /IO Havajia W BO BPEMs Tepanuu
BOPUKOHA30JI0M.

[Ipu Mcciea0BaHMK Ha 3/0pOBbIX 100pOBO/IbLAX BIAMSHUS BOPMKOHa30/1a Ha uHTepsan QT Ha
KT npu npuMeHEHMH OJHOKPATHBIX /103, MPEBBILLIAIOLMX 0OBIUHYIO HEBHYIO 103y He Oonee,
yeM B 4 pa3a, ObLIO YCTAaHOBJIEHO, YTO HM Y OJHOTO W3 HMCMBITYEMbIX He Hab/101a10Ch
nosbitienus uHtepBaia QT Ha 60 wam Oonee Mcek OT HOpMbl. Takke HH y OAHOrO W3
MCTILITYEMbIX HE Had/10/1a10Ch MPEBbILLEHUS HHTEPBAJA BbIILE KIMHMYECKH 3HAYMMOro nopora
B 500 mcek.

['enamomoxcuynocms

YacTora KIMHMUYECKH 3HAYMMOrO MOBBILIEHUS AKTUBHOCTH «IEYEHOUYHBIX» TpaHCaMWHa3 y
MalMEHTOB, TMOJyYaloLWMX BOpUKOHa30i, coctaBiaseT 13,4 %. B OonbliMHCTBE CilyyaeB
nokasateu GYHKLMHU NeYeHn HOPMaIU3YyIOTCsS KakK MpHU NPOJIO0/IKEHHH JieueHHus 0€3 H3MEHEHUs
J103bl MM T0CJIE €€ KOPPEeKIMH, TaKk M Mocje npekpalieHus Ttepanuu. [lpu npumeHeHUH
BOPUKOHA30J1a He4YacTo HaOIIOAAINCH CllydYan TAKEI0i renaroTOKCUYHOCTH (OKeNITyXa, renarut
M NeYeHOYHOK/IETOUHAs HEJI0CTATOUHOCTb, MPUBOASALLAS K CMEPTH) Y MAaLMEHTOB C CEPbE3HBIMU
OCHOBHbIMH 3200/I€BAHUAMH.

HexenarenbHbie SIBJICHHS CO CTOPOHbI MEYEHU HAOMOAAIOTCA, B OCHOBHOM, y TMalMEHTOB C
cepbe3HbIMM 3a00/I€BaHUSMHU, TJIABHBIM 00pa3oM, 3J0KAYECTBEHHBIMU OIMYXOJISAMHU KPOBH. Y
nauueHToB 0e3 Kakux-1ubo (pakTopoB pucka HabIHOAAKOTCA MPEXOASLIME PEAKIIMK CO CTOPOHBI
MeuyeHu, BKJIIOYAs renaTuT M KenTyxy. Hapywienus GyHKUMH neveHu oOblYHO 0OpaTHMbl W
MPOXO/AT MOC/€ MPEKPALLEHHS JICUEHHS.

Monumopune ¢hynxkyuu nevenu

Bo Bpems jieueHMs BOPMKOHA30JI0M PEKOMEH/YEeTCs MOCTOSHHO KOHTPOIMPOBaTh (DYHKLMIO
nevyeHu Kak y JAeTel, Tak W y B3pocibiX. KiMHMYECKOE BEAEHHWE TAKWUX MALMEHTOB J0JIKHO
BKJIOYATH 1a00opaToOpHyO OLEHKY (PyHKUMM NeyYeHH (B 4aCTHOCTH, OMpe/e/eHHe aKTHBHOCTH
ACT wn AJIT) B Hauane JeuyeHUss BOPUKOHA30JIOM U HE peKe OJHOro pasa B HEJC/IO B TEUEHHUE
nepBoro Mecsiua tepanuu. B ciyuyae npojo/pKeHUs JeYeHHs NPH OTCYTCTBMH M3MEHEHHUH €O
CTOPOHBbI ~ OMOXMMHYECKHMX MoKasareneil (yHKUMM [E4YeHM 4yacTota  1abopaTtopHOro
00c/1e/10BaHUS MOJKET ObITh YMEHbLIEHA 10 OJAHOTO pa3a B Mecsll. [Ipy BbIpaK€HHOM MOBbILICHUH
OMOXMMHUYECKHUX MoKa3aTesieil GyHKUMU NeYeHH BOPUKOHA30JI CIEAYET OTMEHHUTD, €CJIH TOJIBKO
COOTHOILIEHHE TMOJIb3bl U PUCKA TEParuu COMIACHO MEAMLIMHCKOHW OLEHKE HE OrMpaB/bIBACT €€
JlajibHel LIee pUMEHEHHUE.

3pume.ivnvie napyuenus
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[lpu sieueHnn BOPMKOHA30710M mpuMepHo y 21 % mnauueHToB HalO/M0AaeTCs HapylleHHe
3PUTENLHOTO BOCHPUSATHS: 3aTyMaHUBAHWE 3PEHHMs, M3MEHEHHE UBETOBOIO 3pEHHUs WIIH
dorododus. HapyuieHus 3peHust SBASIOTCS MPEXOAALMMU U MOJHOCTBIO OOpaTMMbIMH: B
0O0JIbLIMHCTBE CJIy4aeB OHM CAMOIMPOU3BOJBLHO Mcye3atoT B TeueHue 60 muH. [Ipu noBTopHOM
MPUMEHEHWH BOPUKOHA30/1a OTMevaeTcsi ocaab/ieHHe MX  BbIPAKEHHOCTH. 3pHUTE/bHbIE
HapyLeHUs! OOBIUHO JIEFKO BbIPAXKEHbI, PE1IKO TPEOYIOT NPEKPaLLEHHs JICYEHUs U HE MPUBOAST K
KaKUM-1M00 OTa/ICHHBIM MOC/IEACTBUAM.

MexaHu3mM pa3BUTHUs 3PUTEJIbHBIX HApyLIEHUH HEW3BECTEH. Y CTAHOBJIEHO, YTO BOPMKOHA30J
CHWIKAET aMILIMTY 1y BOJIH Ha dsiekTpopetrHorpamme (DPI) y 310poBbix 100poBosbLeB. JlaHHbie
usmenennst DPIT He HapacTanu npu NPOJAO/DKEHUU JeYeHHUs B TeueHue 29 JHeH M MOJIHOCTHIO
Mcye3asu Mocjie OTMEHbl BOPUKOHA301a.

JlnvrenbHas Tepanus BOPUKOHa30i0M (B cpeaHem B TeueHue 169 aHei) y nauMeHToB ¢
NapakoKLMAMOMWI030M HE OKa3biBajla KIMHUYECKH 3HAYUMOro H(Qekra Ha 3pUTENbHYIO
(GYHKLHMIO, 4TO MOATBEPAMIM PE3YJIbTaThl TECTOB HAa OCTPOTY 3PEHMs, 3PUTEJIbHBIX MOJICH,
LIBETOBOCTIPUATHUS U KOHTPACTHOM YyBCTBUTEJIBHOCTH.

[To jgaHHBIM MOCTPErHCTPALIMOHHBIX HCC/IEA0BaHMN CcOOOLIAETCs O pa3sBUTUM  CllydaeB
3PUTE/ILHBIX ~ HApYLIEHUH, COXPAHSIOWMXCA MPOAOKMTENILHOE BpPEMs, B  4aCTHOCTH,
BO3HUKHOBEHHME «T€JIEHb» TMepea TrJa3aMd, HEBPUT 3PUTEILHOrO HEpBa M OTEK JMCKa
3puTenbHOro Heppa. ClielyeT OTMETUTb, YTO JaHHbIE HAPYLUEHHS Pa3BUBAIOTCS Yalle BCEro y
TSAKEN000AbHBIX MALIMEHTOB M/WJIM MOJYYAIOLIMX COIMYTCTBYHOLLYIO TEPANMiO, KOTOpas MOXKET
BbI3bIBATh M0/100HbIE HEKENATE/IbHBIE SIBJICHHUS.

Heowceramenvbie s6ienus co CmopoHbl NOYEK

V' 1ske1000/bHBIX MALMEHTOB, MOJYyYaOUMX BOPUKOHA30JI, OTMEYaIMCh Cilyvyad pa3sBUTHS
OCTPO#i MOYEYHOM HEJOCTATOYHOCTH, YTO, BEPOSTHO, OBLIO CBA3AHO € TEPANUEi OCHOBHOIO WJIU
COMYTCTBYHOLIMX 3a00/1eBaHUI HEPPOTOKCUUHBIMHU JIEKAPCTBEHHBIMU CPE/ICTBAMM.
Monumopune ¢pynkyuu novex

[TaunenToB caeayer HabMOAaTh C LEIblO BbISIBICHHUS MPU3HAKOB HApyLIEHUs QYHKLMH MOYEK.
Jlns 5T0r0 HEOOXOAMMO MPOBOAMTH J1TA0OPATOPHBIE MUCCIEA0BAaHHS, B YaCTHOCTH, ONpEAE/sTh
KOHLIEHTPALIMIO KpEaTUHHHA B ChIBOPOTKE KPOBH (cM. pazaen «Crnocod NpUMEHEHHUs W 103b1»).
Monumopune gynkyuu nooxiceay0ounou deeiesvl

B3pocnbie ¥ aetd, umerouie (akropel pucka pa3BUTUS OCTPOroO MaHKpeaTura (HeAaBHSS
XUMHOTEpAnusi, TPAHCIJIAHTALMUS TEMOMOITUYECKUX CTBOJIOBBIX KJETOK), JOJDKHBI MPOUTH
obcaeaoBaHue (onpee/ieHHe akTHBHOCTH aMUJ1a3bl U JIMNa3bl B CIBOPOTKE KPOBH) VISt PELLCHHU S
BOMpOCa O Teparu1 BOPUKOHA30JIOM.

Heicenamenvnvie senenus co CMOPOHbBI KOXMNCU
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[Ipu Tepanuu BOPUKOHA300M YACTO PAa3BUBAIOTCS KOKHbIE PEAKLIMH, B OCHOBHOM, Y MaLMEHTOB
C Cepbe3HbIMM OCHOBHBIMU  3a00JIEBAHUSMHU, OJHOBPEMEHHO MNPUHUMAIOIIMX  JIpYrHe
JeKapcTBeHHble cpejacTBa. B Oo/ibLIMHCTBE cCilyyaeB OTMeYajlach JIENKO WM YMEPEHHO
BbIpaKeHHasH KOXKHas Cblllb.

Bo Bpems JieueHMss BOPMKOHA30JI0M Yy MAUMEHTOB HAOMIOAAIMCH  Cllydau  TSKEJbIX
HeKeJlaTeIbHbIX KOJXKHBIX peakUuid, Takux kak cuHapom CtueHca-J[KOHCOHA, TOKCHYECKUH
SMUAEPMaIbHbIA  HEKPOJIM3, JIEKApCTBEHHAs peakuus ¢ 703MHOPUIMEH M  CUCTEMHBIMH
cumnromamu (DRESS), koTopbie MOTyT ObITh )KM3HEYTPOKAIOLMMHU MK CMEPTEIbHBIMU (CM.
pazaen «[lobouHoe neicTBUEY).

Ecau y naumenTa pa3BuBarOTCs TSXKE/Ible HEXKEIATEIbHbIE KOXKHbBIE pEaKUMH, TO BOPUKOHA30
cieayeT OTMEeHMTb. Tak Kak BO BpeMs Teparnud BOPUKOHA30JI0M BO3MOKHO pa3BUTHE
(oroceHCcMOUAM3ALIMHU, TO BO BpEMS JIEHEHUS NALIUEHTAM (B TOM YUCIIE U AETAM) PEKOMEHAYETCS
u30eratb BO3ACHCTBUS NPAMBIX COJHEYHbIX Jydeil U MPUHUMATh 3aLIMTHBIE MEPbI, TAKHE KaK
HOLICHHWE OJICK/bl W MPUMEHEHHE COJIHIE3AIUTHBIX CPEICTB C BBICOKUM KOI(PPULHEHTOM
3alIMThI OT yaAbTpaduosneroBoro usnyueHus (SPF).

Heowcenamenvuvie signenus co cmoponsbl HAONOYEYHUKOE

OOparumble  clyyad HaAMOYEYHMKOBOW HEJOCTATOYHOCTH ObUIM  3apPErMCTPUPOBAHBI Y
MalMeHTOB, TMOJyYalOLIMX a30jbl, BKJIOYas BOpuKoHazod. Coolbwanoch o0  ciy4asx
HEJ0CTATOYHOCTH KOPbl HAAMOYEYHUKOB Y MALMEHTOB, MOJYYaAIOLIMX a30/1bl OJHOBPEMEHHO C
KOPTUKOCTEPOM1aMH WK O€3 HHUX.

VY nauueHToB, MoJyyarolnX a3o/bl 6€3 KOPTUKOCTEPOU/I0B, Pa3BUTHE HEAOCTATOYHOCTH KOPbI
Ha/IMOYEUHUKOB CBSI3aHO C MPSIMbIM HHITMOMPOBAHUEM CHHTE3a CTEPOM/IOB a30JIaMH.

V  nauMeHToB, NPUHMMAIOIIMX KOPTUKOCTEPOM/bl, HMHIMOMpOBaHME HMX MeTaboau3Ma
uzopepmentom CYP3A4, cBs3aHHOE C BOPUKOHA30JIOM, MOMKET MPUBECTH K HM30bITOYHOM
BbIPaOOTKE KOPTHKOCTEPOUAOB M MOJABICHHIO (DYHKLMHU KOpbI HAAMOYEYHHUKOB (CM. pasiel
«B3aumoieiicTBIE ¢ JpyrMMH JIeKapCTBEHHbIMU cpeacTBammu»). Cunapom KyiuuHra ¢ u 6e3
MOC/E/YIOUIEro Pa3BUTUSl HEJOCTaTOYHOCTH KOPbl HAANOYEYHUKOB TAKKE OTMEHaucs y
NaluMeHTOB, MOJYHalOLIUX BOPUKOHA30J1 OAHOBPEMEHHO C KOPTUKOCTEPOUIAMH.

[TauurenTsl, nojayyarolMe UIMTEIbHOE JIEYEHME BOPHUKOHA30J0M W KOPTHKOCTEPOMIaMH
(BKJItOYAsT MHTAIILMOHHbIE KOPTUKOCTEPOU/IbI, Hanpumep, OyAeCOHM), AOTKHbI HAXOAUTHCH
Mo/ TIATeIbHbIM Ha0I0IeHUEM Ha NpeAMEeT HapylleHUs! PYHKLUU KOpbl HAAMOYEYHUKOB KaK
BO BpeMs JIEYEHHMS, TaK W MOCje TNpeKpalleHus NPUMEHEHHUs BOPUKOHa3osa (CM. pasjel
«B3aumo/eiicTBUE C JPYrHMU JIEKapCTBEHHBIMU CpeACTBamMu»). [lalMeHTbl J0/KHBI ObITh

NnpouHGOPMUPOBAHEl O TOM, YTO HEoOXOAMMO 0OpalaThesi 3a HEMEAJIEHHOH MEIAMUMHCKOM
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MOMOLIBIO, €CJIH Yy HHUX MOABIAIOTCS MPU3HAKM M CUMOTOMbI cuHApoMa KyluuHra uiau
HE0CTATOYHOCTH KOPbl Ha/1MOYE€YHUKOB.

Jnume.ibnoe nevenue

Y NauMeHToB ¢ KOKHBIMU peakUUsIMU (OTOUYBCTBUTEILHOCTH U IOTIOJIHUTEIbHBIMHU (haKTOpamu
pUCKa co00LIAeTCsl O pa3BMTUU TMIIOCKOKJIETOYHOrO paka KOXKWH M MedaHOMbl Ha (oHe
MPOJA0JIKUTENbHON Tepanuu. [Ipy BOZHUKHOBEHUH y nauueHTa POTOTOKCHUECKUX peakilHid OH
JI0JI7KEH  OBbITb TPOKOHCYJIbTUPOBAH COOTBETCTBYIOIMMHU ClEUMATIUCTAMA W HArpaBlieH K
aepmatosory. Cieayer paccMOTpeTh BO3MOXKHOCTL OTMEHbI BOpUKOHa30:a. [1pu npoao/mkeHuu
TEpan1Mu BOPMKOHA30JI0M, HECMOTPSl HA BOSHMKHOBEHHE (POTOTOKCHYECKMX MOPAKEHUH KOXKH,
MaUMEHT J0JKEH PEryJISpHO MPOXOAMThH J€pMaTOJOrMYecKoe 00C/IeI0BaHUE C LIE/IbIO PAHHEro
BbISIB/ICHUS W JICYEHHUs [PEApPaKoBbIX 3abosieBaHMii Koxku. Ecau y nauueHTta pa3BuBaroTCs
MOPaKEHUA KOXKH, CBA3aHHbIE C MNPEAPAKOBbIMM 3a00JI€BAHUAMU KOXKH, MIOCKOKIETOYHbIM
PaKoM KOKM IUIM MEJIAHOMOM, TO CJEIyeT pacCMOTpPETb BOMPOC O MPEKPALEHWH Teparnuu
BOPUKOHA30JIOM.

Heungexyuonnviit nepuocmum

Mmerorcs coobuenus o cayyasx pa3BUTHs NMEPUOCTHTA Y MALMEHTOB MOCJE TPAaHCIUIAHTALIMH,
NoJIy4yaroWMX JUIMTEbHYIO TEpanui0 BOPUKOHA30J0M. Tepanuio BOPUKOHA30J0M CledayeT
OTMEHMTH B CJlydae, €C/IM y nauueHTa umeercst 001b B KOCTAX U Ha pEHTIT€HOrpaMMe OTMeUaroTCs
M3MEHEHU S, XapaKTepHbIE /1Sl IEPUOCTHUTA.

IIpumenenue y oemet

DddexTrBHOCTD M Ge30MacHOCTb MPUMEHEHUs BOPUKOHA30J1a y A€Teil B BO3pacTe J10 2 JieT He
u3yyasinch. BopukoHas3os nokasaH 11 NpUMEHEHUs Y JeTei B Bo3pacTte OT 2 JIET U cTaplie npu
MOCTOAHHOM KOHTposie (yHKuMM neveHu. Y jeteil HaOitonanack Oosee BblcOKas 4dacTora
MOBLILIECHUS ~AKTMBHOCTH  MEYEHOUYHBbIX (EPMEHTOB MO CPaBHEHUIO CO  B3POCIbIMMU.
buonocTynHOCTH BOpMKOHA30J1a NPU NMPpUEMe BHYTpPb y J€Teil B Bo3pacTe oT 2 10 12 et MoxkeT
ObITb CHHIKEHA 3@ CYET HapyLIEHHUs BCACbIBAHMS WM 3a CUYET MOHMIKEHHOM Macchl Tena. B Takux
Cllyyasx 10Ka3aHO BHY TPUBEHHOE BBEJEHUE BOPUKOHA30J1A.

Yactora (oTOTOKCHUECKHMX peakuuii y aertei Bbiie. B cBs3u ¢ Tem, uto (oTOTOKCHUYECKHE
MopaKeHUs MOryT MepepoXkaaTbes B MIockokiaeTounyto kapuuHomy (I1KK), y nerei
HEOOXO0/MMO MPUMEHATH CTPOTUE MEpbl MO 3aLIUTE KOXKU OT YJIbTpaguOIeTOBOrO M3y4eHHUS.
Jletam ¢ npusHakamu poTtocTapeHust KOXkKU, HaNnpUMep, JIGHTUIO WM BECHY LKW, PEKOMEH/yeTCs
u3beraTh COHLA M 00C/IE0BaTHCS y AEPMATONOTA IaXKe M0CIIE MPEKPALICHHUS JICUCHUSI.
Hapromuueckue ananveemuxu kopomkoeo oeuicmsust (cyocmpamot uzogepmenma CYP3A44)
[TockoabKy nepuoa nmosyBbiBeA€HUs aideHTaHuna Mpu ero OJHOBPEMEHHOM MPUMEHEHHUH C

BOPUKOHA30JIOM  YBCJIIMYUBACTCI B 4 pasa, HeO6XOIIl/lM TWATEbHbIN MOHUTOPUHT
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HeXeJlaTeIbHbIX IBJEHUMN, CBA3aHHbIX C TPUMEHEHUEM HAPKOTHYECKUX aHA/IbIE€TUKOB, BKJIOUas
Oosiee Npoa0IKUTEIbHBIH MOHUTOPUHT (DYHKLIMH 1bIXaHUS.

Hapromuueckue anaiveemurxu onumenvnoco oeticmsus (cyocmpameol uzopepmernma CYP3A4)
Craeayet npeaycMOTpeTh BO3MOKHOCTb CHUIKEHUS 103bl OKCMKO/I0HA W IPYTHX HAPKOTHYECKUX
AHAJIbIeTUKOB MPOJOIKUTENILHOTO JEHCTBUS, KOTOpble MeTabonn3upytoTes H3o(hepMeHTOM
CYP3A4 (ruapokooH) mpu OJHOBPEMEHHOM MPUMEHEHUM € BOpHKOHa30;10M. Heobxoanmo
MPOBO/IUTL TLIATE/IbHBIH MOHUTOPUHI HEKEJIATE/IbHBIX ABJICHUN, CBA3AHHBIX C NMPUMEHEHUEM
HApKOTMYECKHUX aHajJbreTHKOB (CM. pasaen «B3aumoaeicTBue ¢ APYrMMH J1I€KapCTBEHHBIMH
npenaparamm» ).

Denumoun (mowgnvlit uHOYKkmop yumoxpoma Piso u cyocmpam uzogpepmenma CYP2C9)

[Ipu 01HOBpeMEHHOM NpUMEHEHUU (PEHUTOMHA U BOPUKOHA30/1a PEKOMEHLYETCS OCYLLECTBIATh
MOCTOSIHHBIA KOHTPOJIb KOHLEHTpalUuu ¢enurouHa. [lo BO3MOKHOCTH cienyeT u3derath
O/ITHOBPEMEHHOI0 MPUMEHEHHUsT BOPUKOHA30/a U (PEHUTOMHA 3a MCKIIIOYEHHMEM TEX CJIy4aes,
Korja OJKujaemasi roJib3a MNpeBbILIaeT BO3MOXKHBIA pUCK (CM. paszen «BzaumoneicTBue ¢
JAPYTUMHU JIEKAPCTBEHHBIMU CPEICTBAMMY ).

Depasupens (HeHyKIeO3UOHBII UHCUOUMOP 0OPAMHOLU MPAHCKPUNMA3bL, UHOYKMOP YUMOXPOMA
Piso0, uneubumop u cyocmpam uzogpepmenma CYP3A4)

B ciydae 01HOBpEMEHHOro MpUMEHEHWs BOPMKOHa3zosa U 3(haBupeH3a 103y BOPUKOHA30/1a
caeayet yBennuuth 10 400 mr 2 pasa B CyTKHM, a 103a d¢aBupeH3a 10/kHa OblTh CHUKeHa 10 300
MT Kakbie 24 4 (cM. pa3aen «B3aumoseiicTBre C ApyrUMHU JIEKAPCTBEHHBIMH CPEICTBAMMIY ).
Inazoecuo (cyocmpam uzogpepmenma CYP3A4)

OkupaaeTcs, 4TO OJHOBPEMEHHOE MNPUMEHEHHE BOPHUKOHA30JIa [OBBILAET KOHUCHTPALMIO
rnasjaernda B mniasMe KpOBM M TMOBbBIIAET PUCK yMIMHeHHs uHTepBana QT (cM. paszen
«B3aumoeicTBIE ¢ APYrMMH JIEKAPCTBEHHBIMU CpeACTBaMM»). Ecian HeBO3ZMOKHO M30exkKaTh
O/IHOBPEMEHHOTO MPUMEHEHHS, PEKOMEH/IyeTCsl YacTO MPOBOANTE MOHUTOPUHT DKI'.
Pugpadymun

OnHOBpeMEHHOE TMpUMEHEHHE BOpPHMKOHa30sa M pupadyTHHa NPOTHBONOKA3aHO, TaK Kak
pudaldyTHH 3HAUUTETLHO CHUIKAET KOHLEHTPALIMIO BOPUKOHA30/1a B 1J1a3M€ KPOBH.

Pumonaeup (mownwitt unoykmop yumoxpoma P450, uneubumop u cyocmpam uzogpepmenma
CYP344)

[TpuMeHsSTH OJHOBPEMEHHO BOPUKOHA30J1 M PUTOHABUP B HU3KHUX 103ax (100 Mr 2 pa3a B CyTKH)
C/Iely€eT JIMllIb B TOM Cllyyae, €clii O)KuaeMas Mnojib3a OT NpuemMa BOPUKOHA30J1a 3HAUYUTE/IbHO
MPEBbILIAET PUCK OT MX COBMECTHOrO MpuUMeHeHus (cM. pasaeibl «[IpoTMBOnokasaHus» |
«B3anmoeicTBrE ¢ ApYrMMHU J1€KAPCTBEHHBIMU CPEACTBAMU ).

Deepoaunye (cyocmpam uzogepmenma CYP3A4 u P-enuxonpomeuna)
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O/1HOBpeMEHHOE TMPUMEHEHHE BOPUKOHA30Jla M 3BEPOJIMMYCAa HE PEKOMEHIYETCs, TaK Kak
O)KM/IAETCsl, YTO BOPUKOHA30J1 3HAUMTEBLHO MOBBILIAET KOHLEHTPALIMIO 9BEPOIMMYCA B MJ1a3Me
KpoBW. Ha NaHHbIH MOMEHT HE MMeeTCs A0CTaTOYHOH MH(OpMauMM A1 PEKOMEHIALMHU 110
KOppPEeKLIMHU pesKkuma 103MpOBaHHUSI.

Memaoon (cyoempam uzogpepmenma CYP3A44)

[ToBbillIeHHE KOHUEHTPALIMKM META/I0HA B MJ1a3Me KPOBU MPUBOAUT K MPOSIBIECHUIO TOKCHYECKHX
ypdekro, Bratouas yanuHenue wuHtepBasa QT. Ilpu  onHOBpeMEHHOM NPUMEHEHHH
BOPMKOHA30Ja M  MeTaj0Ha HEeOOXOAMMO BHHUMATEIBHO  CJAEAUTH 3a  MPOSIBICHUEM
HeKeJlaTe/IbHbIX M TOKCHUYecKUX 3P dekToB. [Ipn HE0OX0AUMOCTH /1032 METa0HA MOKET ObITh
CHIDKeHa (cM. pa3zzien «B3zauMojieiicTBIE ¢ APYTrUMHU JIEKAPCTBEHHBIMU CPEACTBAMMY ).
Dnykonazon (uneubumop uzogpepmenma CYP2C9, CYP2C19 u CYP3A4)

OaHOBpEMEHHOE NPUMEHEHHE BOPUKOHA30s1a U (hJTyKOHA30J1a BHY TPb Y 3/10pOBbIX 100POBOJIbLLEB
MPUBOAUT K 3HAUUTEIbHOMY MoBbIEHUIO Cmax 1 AUCT BopukoHasona. [Toaxoasuui peskum
KOPPEKLIMK /103bl W/KJIM YaCTOThI MpUeMa BOPUKOHAa301a U (yKoHa30/1a He ycTaHOB/IeH. B Tom
cllydae, eclii BOPUKOHA30/ MpUMEHsieTcs rnocie (IyKoHa30/1a, PEKOMEHAYETCs NPOBOAMTH
TIIATE/IbHbIA KOHTPOJIb HEXKENaTebHbIX peakLMil, CBA3aHHbIX C IPUEMOM BOPHKOHA301a.
Cooeporcanue nampusi

Kaxabliii (iakoH npenapara coaepkut 217,6 Mr HaTpus, 3TO HEOOXOAMMO YYMTHIBATHL [PH
MPUMEHEHUU TMpernapara y MNalUMeHTOB, KOTOpPbIE MPUAECPKMBAKOTCA JMETHI C MMOHWKECHHBIM
COJIepKaHUEM HATpUSL.

Pearxyuu, cesazannvie ¢ 6sedenuem

[Tpu BHYTPMBEHHOM BBEJICHUM BOPMKOHA30.1a HAOIIOAAI0TCS CBA3aHHbIE ¢ MH(Y3HEH peakuuu, B
YACTHOCTH, «MPUJIMBBI» KPOBM K KOXKE JIMLA U TOWIHOTA. EC/M 9TH CUMNTOMBI BBIPAXKEHbI, TO
caesyer 00CYAMTh LeiecooOpa3HOCTh MpekpaileHus JeueHus (cm. pasgen «llobounoe
JICUCTBUEN ).

Bauanue na cnocoonocmo ynpasiamos mpaHcnopmHbolMu CpeoCcmeamu, Mexanusmamu
BopukoHa3zon MOXKeT BbI3BaTb MPEXOAsliMe€ W OOpaTUMbIE HApyLIEHHs 3PEHHMSA, BKIOYas
BO3HMKHOBEHME «MEJICHbI» Mepe/ rja3amu, HapylleHUe/YCUIEHHE 3PUTEIBHOIO BOCTIPUSATHS
u/vau Gotododuto. [Tpu HAIMYKMKM TAKMX CUMITTOMOB MALMEHTbI 0JKHbI M30€raTh BbIOJIHEHHUs
MOTEHIIMAILHO OMACHBIX JICHCTBUM, B YACTHOCTH, YNPABIEHUs TPAHCTIOPTHLIMH CPEICTBAMH UITH
MCIOJIb30BaHUs CJIOKHOM TeXHUKU. [Ipn npueme BOpUKOHA30/1a MALMEHTHI HE A0/DKHBI BOAUTD
aBTOMOOMJIb 110 HOYAM.

®opma BbIITyCKA

JInounuzat, As MPUroTOBJAEHUS KOHLIEHTpATa /js MPUrOTOBJIEHUS pacTBopa Ul MHQY3UH,

200 mr.
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[To 200 Mr BopuKOHa30/a BO (hakOHbl HEHTpasbHOro cTekna | ruaposMTHYECKOro Kiacca,
BMECTUMOCTBIO 20 MJI, YKYMOPEHHbIE PE3MHOBBIMM NPOOKAMH W 00XaTble allOMUHHUEBBIMH
KOJAMaykaMu C IUIACTMKOBOM Kpbliikoi. Ha dakoHbl HakIenMBalOT STHKETKM W3 Oymaru
ITUKETOYHON WM MUCYEH, UM U3 NMOJUMEPHBIX MATEPHAIOB, CAMOKJICSLLIUECS

[To | ¢nakoHy BMeCTe ¢ HHCTPYKLMEH MO MEAMLIMHCKOMY NPUMEHEHHMIO B NAaYKy W3 KapToHa J1s
noTpeOMTEeILCKOM Tapbl WM KAPTOHA XPOM-3P3all, HIIK aHAJIOTHYHOIO KayecTBa.

Cpok rojHocTH

3 rona.

He npuMeHsTb MO UCTEUEHUH CPOKA FOAHOCTH.

YeaoBusi XpaHeHust

B 3aumiieHHOM OT cBeTa MecTe npu Temneparype He Bbiiie 25 °C. XpaHUTh B HEAOCTY THOM /715l
JIeTel MecTe.

YeaoBust oTnycka

OTnycKaroT Nno peuenty.

Baajie el peruncTpaunoHHOro y10CTOBEpPEHHsI

AO «®apmacunres», Poccus.

KOpuanueckuii aapec:

664007. UpkyTtckas 061., r. UpkyTek, yiu. KpacHorBapaeiickas 1. 23, odpuc 3.

[IpousBoauTean

AO «®apmacunTes», Poccus.

KOpuanueckuii aapec:

664007. UpkyTckas 0011, r. UpkyTek, yi. KpacHorsapaeHckas A. 23, otuc 3.

Aapec Npou3BOACTBEHHOM MIIOLIAAKH:!

r. UpkyTek, ya. P. JliokcemOypr, a. 184.

Iperensuu noTpeduTeeil HANPABIATH M0 aApecy:

AO «®Dapmacuntes», Poceus, 664040, r. MpkyTCK, yi1. P. JliokcemOypr, a.184,

ten.: 8-800-100-1550

www.pharmasyntez.com
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