COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.06.2024 N= 11485

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “0%)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Bopukonazon I[1CK, 200 mr, muoduian3at 1yisi IPUTrOTOBJICHHUS] KOHIIEHTPATa JIJIsl IPUTOTOBICHUS

pactBopa st uHYy3Uil.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB

JeiicTByro111ee BEIIECTBO: BOPUKOHA3O.

Kaxxnprit ¢pakon comepxut 200 Mr BOpUKOHA30J1a.

Kaxnapiii M1 koHLIeHTpaTa coaepkuT 10 Mr BOpukoHa3oJa.

BcnomoratenbHbie BellecTBa, HAJUYME KOTOPBIX HAJO YYHUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: HaTpui (cM. pazaensl 4.4).

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
JInodpunu3zaT U1 IPUTOTOBICHUS KOHLIEHTpATAa ISl IPUTOTOBJICHUS pacTBOpa sl UHY3HH.
[TnoTHas nuoMIN3MPOBAaHHAS Macca WIM CMECh IUIOTHOW M PacKpOILEHHOM JIMO(GUIM3UPOBAHHON

Macchl 0e10ro OBCTA.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

[Ipenapar Bopuxona3zon [ICK npumMeHsieTcst y B3pOCibIX U AETEH cTapiie 2 JeT Mo MOKa3aHUsIM:

® VHBAa3UBHBIN aCIEPruijies;

e KaHAWJEMUS y AUEHTOB 0€3 HENTPOIeHNH;

e TsKETBIC MHBA3MBHBIC KaHIU103HbIe HHpekuuu (Bitouast C. krusei);

e KaHAMJO03 MUILEBOAA;

e TspKEnbIe rpUOKOBBIe HH(MEKINH, BRI3BaHHBIC Scedosporium spp. u Fusarium spp.;

e Jpyrue TsKENble WHBa3UBHbIE TPUOKOBbIE HMH(EKIMH NpPU HENEPEeHOCHUMOCTH WU
pedpakTEpHOCTH K IPYTUM JIEKAPCTBEHHBIM IIperapaTam;

® MPOQIIAKTUKA CIIPOPHIBHBIX» IPHUOKOBBIX HH(PEKIUH y TAIIHEHTOB CO CHIDKEHHOU (hyHKITHEi
MMMYHHOH CHCTEMBI, JIMXOPAaAKOW M HEWTPONEHHEH, W3 TPYyIIbl BBICOKOTO pHCKa
(peIMIUEHTHl TPaHCIUIAHTAIMM TEeMOMOITUYECKMX CTBOJIOBBIX KJIETOK, TMAIllUEHTHl C

pPELUIUBOM JIeiK03a);
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12 ner) w3 TPYNIbl BBICOKOTO pHUCKA, TAaKUX KaK PELUNUEHTHl TpPaHCIUIAHTALUU

TEMOITIO3THYCCKHX CTBOJIOBBIX KJICTOK.

4.2. Pe:kum 103MPOBAHUA U CIIOCO0 MPUMEHEHU s

PexxuM 1o3upoBaHus

Bspocnvie

Hasnauenue npenapara Bopukonazon IICK cineagyer HaumHaTh ¢ BHYTPUBEHHOI'O BBEACHHUS B
PEKOMEH/1yeMO HachlIlaouled 103e, 4ToObl y)X€ B IMEpBbIH J€Hb JOOUTHCS aJE€KBATHOU
KOHLEHTPALUH B IUIa3Me KPOBU. BHYTpUBEHHOE BBEIEHUE CIIELYET IPOJODKATh KAK MUHUMYM 7
JIHEH, I10CJIE Yero BO3MOXKEH IIepeXO]l Ha IEpPOpajbHbIM IIPUEM IIpernapara, [IpU YCIOBUH, YTO
HNAlUEHT CIOCOOEH NPUHUMATh JIEKApCTBEHHBIE CpEACTBA JUIsl IpHUEMa BHYTpPb. YUMTHIBas
BBICOKYIO OMOIOCTYIIHOCTD IIpernapara Ipu prueMe BHyTpb, 10CTUTAOLLY10 96 % (cM. pazaen 5.2),
IIPY HAJIMYUU KIMHUYECKUX IOKAa3aHUM MOXHO IEPEXOJUTh C BHYTPUBEHHOI'O Ha IEPOpPaJIbHOE

IMPUMCHCHHUEC BOPUKOHA30JIa oe3 KOPPCKIHUU OO3BI.

Tabauua 1. lo3upoBanue npenapara Bopukonasoa IICK.

BuyTpnb

BuyrpuBenno ITauuentsl ¢ Maccoii | IIanueHTHI ¢ Maccol

Teaa 40 kr u 0oJiee Teaa mMeHee 40 kr

Hacpimaromass m03a - Bce MOKAa3aHUA | 6 MI/KT KaXKIble
He pexomenmyetcs He pexomenmyetcs
(nepBbie 24 4) 124

Hoanep:xuBaromas 103a (mocJje nepBbix 24 4)

IIpopminakTuka WMHBA3UBHBIX TPUOKOBBIX
nH(pEKLIUi y maueHToB (B3pOCibIX U AeTel
crapme 12 jer) rpynisl BBICOKOTO PHCKa,
3—4 mr/kr
TaKMX KaK PEIHUIHMEeHThl TPaHCIUIAHTAI[UU 200 mr kaxzaplie 12 4 100 mr kaxzaple 12 4
Kaxaple 12 4
TEeMOTIOTHYECKIX CTBOJIOBBIX KIIETOK.

[IpodunakTuka «IIPOPBHIBHBIX» TPHUOKOBBIX

WHQEKINHA y MAIEHTOB C JINXOPaIKOM.

WHBa3uBHBINA acniepruiies.

Wudekuuu, Ber3BanHbie Scedosporium spp. u
4 MI/KT KaX/ple

Fusarium spp. 200 mr xaxneie 129 | 100 mr xaxasie 12 g
124
Jlpyrue TsDKENble WHBAa3HBHBIC T'PUOKOBBIC
HHQEKITHIH.
Kannuaemus y manueHTOB 0€3 MPOsSBICHUI 3—4 mr/xr
. 200 mr kaxapie 12 4 100 mr kaxnapie 12 4
HEHTPOIICHNH. Kaxbie 12 u




.
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Kanaumos numeBona He

<UU MTI' KaKIbIC 12 9 1UU MI' K@aXKABIC 129
YCTaHOBJICHO

110060p 00361 01151 BHYMPUBEHHO20 88e0eHUs

[Ipu Hemoctarounoit 3ddekTuBHOCTM JeYeHHs TMOAJEP)KUBAIOIAs 032  Iperapara
Bopukonazon [ICK 11 BHyTpUBEHHOTO BBEIACHUS MOXKET OBITh YBEJIMUEHa A0 4 MI/KI KaXKIbIe
12 4. Eciii manueHT He MepeHOCHUT IpernapaT B BRICOKOH J103€, €€ CHIKAIOT JI0 3 MI/KT KaXKIbIe
12 q.

JITMTehHOCTh JICUeHUsl JOJDKHA OBITh KaK MOXKHO KOpPOYe B 3aBUCHMOCTH OT KIMHHUYECKOTO
s dexra u pe3yabTaToB MUKOJOTHYECKOTO MCCIEeNOBaHUS. J[TUTENHHOCTD JICUEHUST HE JIOJDKHA
npesbiath 180 gHEH.

Ipogunaxmuxa

[IpodunakTuueckoe NMpUMEHEHHE Npernapara clieayeT HadyuHATh B JCHb TPaAHCIUIAHTAIlUU W
MOkHO Tpoaonkate A0 100 nueit. Ilpoamuts npodunaktuky no 180 aHel MOXXHO TOJBKO B
clly4yae MpOAOJKEHHS MMMYHOCYIIPECCUBHOW TEepanmuy WM Pa3BUTHUSl PEAKIUU «TPAHCIUIAHTAT
npotuB xo3suHa» (TIIX). bezomacHocTs 1 3(h(EeKTUBHOCT BOPUKOHA30JIa MPH NPUMEHEHUU
6onee 180 gHEl B KIIMHUYECKUX UCCIIEAOBAHUAX HAJISKAIIUM 00pa3oM HE U3ydJallUCh.

Pexxum nmo3upoBaHusi C 1EIbI0 MNPOMUIAKTHKHA TaKOW JK€, KaK M C LEJIbI0 JICUCHUS B
COOTBETCTBYIOIIUX BO3PACTHBIX TPYIIIAX.

Oco0Bble IPVIIILI MAIKEHTOB

Tayuenmol ¢ napywenuem @yHKyuu novex

VY NanueHToB €O CpeAHed WM TSDKENOH CTEeNeHbI0 MOYEeYHOH HEeTO0CTaTOYHOCTH (KIHMpEeHC
KkpeatnuHuHa <50 MJI/MMH) HaOIr0aeTCsl KyMYJISLUS BCIOMOTaTeIbHOIO KOMIIOHEHTA Tpernapara
Oeranekca cyiabpoOyTuiiaTa HaTpusl. TakuM MalMeHTaM BOPUKOHA30JI ClIeyeT Ha3HA4YaTh BHYTPh
3a MCKIIOYEHHWEM TEX CIIydaeB, KOTJa TMpenarojaraeMasi Iojib3a BHYTPUBEHHOTO BBEICHHS
NPEBBIMIACT TOTCHIUANBHBIH pPUCK. B  MOMOOHBIX CHTyanusix HEOOXOAWMO PEryJsipHO
KOHTPOJHMPOBATh KOHLIEHTPAIMIO KpeaTHMHUHA U B CIIy4ae €ro MOBBIMIEHUS CleIyeT 0OCYyAUTh
BO3MOXKHOCTh IE€peXoja Ha NpUeM BOPUKOHa30ja BHYTpPb. BOpHMKOHA3011 BBIBOAMUTCS B XOj€
reMouanusa c Kiaupencom 121 mi/muH. 4-4acoBoil ceaHc reMoinani3a He IPUBOJIUT K YIAAJICHUIO
3HAQUMTEIBHOM YacTH J03bl BOPHKOHA30jda W He Tpedyer ee Koppekumu. beragexca
CyIb(pOOYTHIIAT HATPUS BEIBOJAUTCS B X0J1€ TEMOIUANIN3A C KIIMPEHCOM 55 MII/MUH.

Iayuenmel ¢ napywienuem @yHKyuy nevenu

[Tpu ocTpoM MOBPEKACHUH TIEYCHH, TIPOSIBIISIONIEMCST TTOBBIIIIEHUEM aKTHBHOCTH «IT€YEHOYHBIX)
TpaHcamuHa3: anaHuHamMuHOTpaHcdepaspl (AJIT) u acmapraramunorpancdepassl (ACT),

KOppCKOUA JO3bI HE Tpe6yeTc51, HO PEKOMCHAYCTCA MMPOAOJIKATH KOHTPOJIb MoKa3aTesei (I)YHKI_II/II/I
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(xmaccet A w B mo kinaccupukanuu Yainn-Ileto) crienyer Ha3Ha4aTh CTaHAAPTHYIO
HaCBILIAIOIIYIO 103y BOPUKOHA30J1a, a IOJACPKHUBAIOLIYIO 103y CHMKATh B 2 pa3a. [lanuenTtam c
TSDKETION cTeneHpro HapymieHus (yHkiuu nedeHu (kiaacc C mo kimaccudukanuu Yaitna-I1p10)
BOPUKOHA30J CJeIyeT Ha3HayaTh TOJIBKO B TeX CIIy4asx, KOTJa O)Kujaemas Mojib3a MpPeBbIIaeT
BO3MO>KHBIN PUCK, U MOJ] TOCTOSTHHBIM KOHTPOJIEM C II€JIbIO BBISIBJICHUS IPU3HAKOB TOKCUYECKOTO
JICHCTBUSA Mpenapara.
Tayuenmsi noscunozo 6ospacma
Koppekuuu 10361 y MOXKUIIBIX JIt0JIeH HE TpedyeTcsl.

eTH
Hemu 6 6ospacme om 12 0o 14 nem ¢ maccoti mena 50 ke unu 6onee u 6 gozpacme om 15 0o 18 nem
8He 3a8UCUMOCTNU OM MACCbl med.
Pexxum 103upoBaHus COOTBETCTBYET PEKUMY JO3UPOBAHUIO Y B3POCIIBIX.
Peswxcum oozuposanus eopuxonaszona y oemeti 6 so3pacme om 2 0o 12 nem u 6 6o3pacme om 12 0o

14 nem u maccoun mena menee 50 ke:

Tabanuna 2.
Buyrpusenno Buytps
Hacslmatoras no3a 9 mr/kr kaxasie 12 4 He pexomenayercs
(nepBsle 24 )
[MonneprxuBarommas g03a 8 Mr/kr 2 pa3a B CyTKH 9 MI/KT 2 pa3a B CyTKH
(mmocrne mepBoIX 24 1) (MakcuManbHas 1o3a 350 mr 2 pasza B
CYTKH)

Tepanuto pekoMeHAyeTCs HauMHATh C BHYTPUBEHHOI'O BBEACHHS IpEnapara, a BO3MOKHOCTb
NIEPOPAILHOIO NpHUEMa BOPUKOHA30JIa CIEAYET PAaccMaTpUBaTh TOJIBKO MOCIE KIMHHYECKOTO
yJIy4IIEHUS U BO3MOKHOCTU MallM€HTa NMPUHUMATh IEepOpalbHbIE JIEKAPCTBEHHBIE CPENICTBA.
Crnenyer npuHUMaTh BO BHUMaHHE, YTO BO3/IEHCTBUE IIpenapara pyu BHYTPUBEHHOM BBEJICHUU B
7103 8 MI/KI MPUOJU3UTENBHO B JIBa pa3a BbIIIE, YEM NPU MPUMEHEHUH BHYTPb B J103€ 9 MI/KT.
[TpumeHeHre BOpUKOHA30J1a y IeTel B Bo3pacTe oT 2 10 12 jeT ¢ HapyleHUsIMU PYHKIMY IeYEeHU
WM [TIOYEK HE N3Yy4asloch

Jlemu om 0 0o 2 rem

O dexTuBHOCTS U Oe30macHOCTH Mpenapara Bopukonazon [ICK y neteii B Bo3pacte ot 0 10 2 et
HE YCTaHOBJICHBI.

Koppexyus 0o3vl y demeii
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nrarom 1 mr/kr (wm 50 Mr B cily4ae, eciii H3Ha4aabHO MPUMEHSIIACH TiepopaibHas no3a 350 mr).
Ecnu pebeHoK He TepeHOoCUT JIeUeHUE, BO3MOKHO CHIKEHHUE 03l BOPUKOHA301a C IaroM 1 Mr/kr
(wyr 50 Mr B ciydae, eCiii H3Ha4aJIbHO MMPUMEHSIJIACh TiepopanbHas go3a 350 mr).

Cnooco0 npuMeHeHus

Buytpusenno undysuonno. Ilpenapar Bopukonazon I[ICK He pekoMeHyeTcsl BBOAUTH B BUJIE
0OJIFOCHBIX HHBEKINH (CTpyHHO). CKOpOCTh MH(Y3UH HE TOJDKHA MPEBBIIATh 3 MI/KI/4 B TCUCHHE
1-3 4.

[lepen HauanoMm Tepamuy HEOOXOIUMO OTKOPPEKTHPOBATH TAKHE JJICKTPOJIUTHBIC HAPYIICHUS,
KaK TUIOKAIMEeMUs, THIIOMarHueMus ¥ TUIIOKaiblieMus (cM. pasaen 4.8).

I/IHCTPYKI_[I/II/I I10 IIPUT'OTOBJICHUIO JICKAPCTBCHHOI'O IIpC€IiapaTa nepea IpuMEHCHUEM CM. B pas3zi€Ciic

6.6.

4.3. [IpoTuBONOKA3aAHNS

¢ ['unepuyyBCTBUTENBHOCTh K BOPHUKOHA30Jy WM K JHOOOMY M3 BCIOMOTaTEJIbHBIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazjeine 6.1.

e OpnHoBpeMeHHOe mnpuMeHeHHe ¢ cybctparamu uszopepmenta CYP3A4: tepdenanum,
acTeMH30JI, IU3aNpHua, MUMO3UI, XUHUIUH WIM HUBAOpaJvH, MOCKOIBKY IOBBIIICHHBIC
KOHIICHTPAIIUU 3TUX JIEKAPCTBEHHBIX CPEACTB B TIa3M€ KPOBU MOTYT IPUBECTH K YIJTMHEHUIO
untepBana QTc u peaxkuM citydasiM BO3HUKHOBEHHS JKEIYJIO0YKOBON TaXUKApPJIUU IO THUITY
«mupya™» (torsades de pointes) (cm. paszaen 4.5).

e OnHOBpeMEHHOE TpUMEHEHHE C pUPaAMOUIMHOM, KapOamMa3emuHOM U JITUTENBHO
neiictByromuMu  OapOutypatamu  (peHoOapOutan/medobapOuTan), MOCKOIBKY  ITH
JIEKApCTBEHHBIE CPEICTBA MOTYT 3HAUYMTENIbHO CHU3UTHh KOHIIEHTPALMIO BOPUKOHA30Jla B
rIa3Me KpoBH (cM. pazzen 4.5).

e  OnHOBpEMEHHOE MpUMeHEeHHE ¢ pupadyTUHOM, TaK Kak pu(aOyTHH 3HAYUTEIHO CHUXKAET
KOHIICHTPAIIMIO BOPUKOHA30J1a B TJIa3Me KpoBH (cM. pazzen 4.4 u 4.5).

e  OpnoBpemeHHOe TpuMeHeHHe ¢ ddaBuper3om B go3ax 400 mr u Beime 1 pa3 B cyTkH (C
BOPUKOHA30JI0M B CTaHAAPTHBIX J103aX), MOCKOJIbKY 3(aBUPEH3 B ITHX J03aX 3HAYUTEIHHO
CHIKAET KOHIIEHTPAIIMIO BOPUKOHA30J1a B IIa3Me KPOBU. BOpHKOHA307 TakKe 3HAYUTEITLHO
YBEJIMYUBAET KOHIICHTPAIINIO 2(aBUpPEH3a B I1a3Me KpoBH (CM. pazen 4.5).

e  OpgHOBpeMEHHOE NMPUMEHEHHE C PUTOHABUPOM B BBICOKHMX J03ax (400 mr u Bblilie 2 pa3a B
CYTKH), MOCKOJbKY PUTOHABUP 3HAYUTEIHHO CHUXKAET KOHIIEHTPALIMI0 BOPUKOHA30Jla B

MJ1a3Me KPOBH B 3TOH 7103€ (cM. paznen 4.5).
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e  OJIHOBpEMEHHOE MPUMEHEHHUE C aJIKaIOU1aMU. CIOPLIHBH ( 3%';[0

sBistronuxcs cyoctparamu nzopepmenta CYP3 A4, mockoabKy MOBBIIICHHAS KOHIICHTPALIUS
3TUX JICKAPCTBEHHBIX CPEJICTB B IJIa3Me€ KPOBH MOXKET MPUBECTH K IProTU3MY (CM. paszieln
4.5).

e OJHOBpPEMEHHOE MPUMEHEHHE C CHPOJIMMYCOM, TIIOCKOJIbKY BOPHKOHA30J MOXET
3HAQUYUTEJIbHO YBEJIMUUTD IJIA3MEHHBIE KOHIICHTPALlUU cupoiuMyca (cM. paszaen 4.5).

e  OIHOBpEMEHHOE IPUMEHEHHE CO 3Bep0o00eM MPOABIPSIBICHHBIM (MHAYKTOpP LUTOXpoMa Pasg
u P-rimuxonporenna) (cm. pasnen 4.5).

e  OIHOBpEMEHHOE MPUMEHEHHE C HAJOKCEroJIOM, TaK KaK BOPHUKOHA30J MOKET 3HAYUTEIbHO
MOBBIIIATH TUIA3MEHHbIE KOHIICHTPAI[MM HAJIOKCEroia, YTO MOXKET BbI3BaTb CHMIITOMBI
OMMOMTHOM abCTHHEHITNH (CM. paznen 4.5).

e  OIHOBpPEMEHHOC NMPHUMEHEHHE C TOJIBAIITAHOM, TaK KaK BOPHUKOHA30JI MOXET 3HAYUTEIHHO
MOBBIIIATH IJIA3MEHHBIE KOHLIEHTPALUK ToJBanTaHa (cM. pasnen 4.5).

e  OIHOBpPEMEHHOE NMPUMECHECHHE C BCHETOKJIAKCOM B Hadajie MPUMEHCHHsI BEHETOKJIAKCa U BO
Bpems (a3pl TUTPOBAHUSA JI03bl TIperapara, TaKk KaKk BOPUKOHA30J, BEPOSITHO, MOKET
3HAYUTEIIGHO TOBBIIATH TUTA3MCHHBIE KOHIICHTPAIMM BEHETOKJIAKCAa W PHCK Pa3BUTHSA
CUHJpOMA JIU3KCA ONyXO0iH (cM. pasaen 4.5).

e OIHOBpEMEHHOE MPUMEHEHHE C Jypa3HIOHOM, TaK KaK 3TO MOXET MPHUBECTH K
3HAYUTEIIEHOMY YCHUJICHHIO BO3JICHCTBUS JIypa3HIOHA U BOSMOXKHOCTH PA3BUTHS CEPhE3HBIX

HEeXeNaTeNbHBIX peakiuil (cM. pazaen 4.5).

4.4. OcoOble ykazaHMsl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

B3sartue wmarepmana Ui moceBa M JIpyTMX JIAOOPaTOPHBIX MCCIEJOBAaHHMN  (CEpOJIOTHs,
THCTONATOJIOTHS) C IIETIbI0 BBIJICTICHUSI U HICHTU(QHUKALUN BO30yIUTENeH CleayeT MPOU3BOANUTh
70 Hayana JieyeHWs. JledeHHe MOXXHO HayaTh 10 TOJYyYEHHS pe3yJbTaTOB JIaOOPaTOPHBIX
uccienoBanuid. OHAKO TMOCIE TOJNYYSHHs] dTHX pPE3yJbTaTOB HEOOXOIUMO CKOPPEKTHPOBATH
IIPOTUBOTPUOKOBYIO TEPAIIHUIO.

K Bupgam, nHamboiee 4acTo BbI3bIBAIOIIMM HWH(peKIuH y yenoBeka, otHocsarcs C. albicans,
C. parapsilosis, C. tropicalis, C. glabrata w C. krusei, mpu 3TOM IJisl BCeX HUX MHUHHMAIIbHAs
noxasssitonas konnentparus (MIIK) Bopukonaszona oObI9HO cocTaBisieT MeHee 1 Mr/mit.
Opnako In VItro akTUBHOCTh BOPWKOHA30Jia MPOTHB TpuOOB pa3ubix BuaoB Candida He
onuHakoBa. B wactHocTn, MIIK BOopuKOHa3onma sl yCTOMYHMBBIX K (DIyKOHA307ly H30JISTOB
C. glabrata npomoprmonansHo Bbime, yemM MIIK s W3078TOB, YyBCTBUTENBHBIX K
dykonazony. B cBs3u ¢ HuMm. rpubku poga Candida crmemyer Bo BCeX BO3MOMKHBIX CIIydasix

I/I,I[eHTI/I(l)I/IHI/IpOBaTI) A0 YpOBHA BHOA. HpI/I BO3MOXXHOCTH OHNPEACICHUSA YYBCTBUTCIIBHOCTHU
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MHTEPIPETUPOBATH C UCIOJIb30BAHUEM IIOPOTOBBIX KPUTEPHUEB.

Bobigenensl  KIMHUYECKHE  IITAMMBI  MHKPOOPTaHM3MOB,  OOJajarommye  MOHMKEHHOU
YYBCTBUTEJIBHOCTBIO K BOpHKOHa30ay. OnHako mosbiueHHsle MIIK He Bcerga mo3BOJsIOT
npescKa3aTh KIMHUYECKYH0 He3(P(EKTHBHOCTb: M3BECTHBI ClIy4ad, KOTrJa BOPUKOHA30JI ObLI
3 PEKTUBEH Yy MalMEHTOB, MHPHUIUPOBAHHBIX MHKPOOPTaHU3MAMH, YCTOWYMBBIMH K JIPYTHM
azonaM. OLEHHUTh KOPPEISIMI0O MEXAy aKTHBHOCTHIO BOPHKOHA30JIa B YCJOBHUSX IN VItro u
KIIMHUYECKMMH PE3yJIbTaTaMH JICYCHHs] TPYJHO, YUUTBIBAsl CIOKHOCTH IMAlMEHTOB, KOTOPBIX
BKJIIOYAJIM B KIIMHUYECKUE UCCIIETOBAHUS.

[TorpanuuHble KOHLIEHTpALMM BOPUKOHA30J1a, IO3BOJISIIOIIME OLIEHUMBATh YYBCTBUTEIBHOCTH K
JTOMY IIpenapary, He yCTaHOBJICHBI.

HexxenaTenpHbIe IBASHUS CO CTOPOHEI CEPACYHO-COCYJIMCTON CHCTEMBI

[IpumeHeHre BOPUKOHA30Ja CBSI3aHO ¢ yainuHeHneM uHTepBasia QT Ha ajekTpokapAnorpamme,

YTO COTMPOBOXKIACTCS PEAKUMHE CITydasiMU MEPLAHUS/TPENETaHUs KeITyT0UYKOB Y TSHKET000THHBIX

NAlUEHTOB C MHOXXECTBEHHbIMM (DakTOpaMM pHCKa, TaKUMHM KaK KapJUOTOKCHYECKas

XUMHUOTEpanusi, KapAUOMUONATHsI, TUIIOKATUEMUSI U COMYTCTBYIOIIAsl Tepamnusi, KOTOpble MOTIIU

CIocoOCTBOBATH PA3BUTHUIO JAHHOTO OCIIOKHEHUSI.

[Tpenapar Bopukonazon IICK cnegyeT ¢ OCTOPOXHOCTBIO IMPUMEHSTH Y MAlUEHTOB CO

CJIEYIOIIMMHU [TOTEHIIUATIBHO TPOAPUTMUYECKUMU COCTOSIHUSIMMU:

® BPOXACHHOE WM IpuoOpeTeHHoe yinHenue nutepsana QT;

® KapAMOMUOIATHS, OCOOCHHO B COYETAHUHU C CEPAEUHON HETOCTaTOUHOCTbIO;

e CHHYCOBas OpaauKapIus;

e CYIIECTBYIOIIME APUTMUU C KIMHUYECKUMHU POSBICHUSIMU;

® OJIHOBPEMEHHOE IPUMEHEHHUE JIEKapCTBEHHBIX IpenapaToB, yMHAIMUX uHTepBan QT
(cM. pazzen 4.5).

DNEeKTPOIUTHBIE HAPYILIEHUS, HAIPUMED, THITOKATHUEMHUIO, TUTIOMAarHUEMUIO U TUITOKAJIbIUEMHUIO,

pu HEOOXOJUMOCTH, CIEAYyEeT KOHTPOJIMPOBATh U YCTPAaHATH J0 Hayajla M BO BpeMs Tepanmuu

npenaparoM Bopukonazon [1CK.

[Tpu uccnenoBaHUM Ha 370POBBIX JOOPOBOJBIAX BIMSAHMS BOpHKOHA3osa Ha mHTepBasl QT Ha

OKTI" npu npuMeHeHHH OJHOKPATHBIX J03, MPEBBIIIAIONIUX OOBIYHYIO JHEBHYIO /103y He Oolee,

4yeM B 4 pa3a, OblJI0 YCTaHOBJIEHO, YTO HU Y OJHOT'O U3 UCIIBITYEMbIX HE HAa0JIF0/1a10Ch MOBBIIICHUS

uatepBanga QT Ha 60 miam OGoslee MCEK OT HOPMBI. Takke HH y OJIHOTO M3 HCIBITYEMBIX HE

Ha0JII01aJ710Ch MPEBBILICHNS HHTEPBAJIa BBIIIE KIMHUYECKH 3HaYUMoro nopora B 500 mcexk.

['enaToTOKCUYHOCTh
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YacTtoTa KIMHMYECKH 3HAYMMOIO IIOBBIIICHU aKTHBi-Bg’Il“l;I'ng%;&LIBJ;EL_Ilk)H ':H;a _IMQS \Y

NAIMEeHTOB, TMOJIyYalolMUX BOPUKOHA301, cocraBister 13,4 %. B OospmmHCTBE CciydaeB
nokaszareiau (yHKIHU MMeYSHN HOPMAIM3YIOTCS KaK IpU MPOJODKEHUH JISUeHUs1 0e3 M3MEHEHUS
7036l IUTM TIOCJIE €€ KOPPEKIMH, TaK M MOcie MpekpameHus Ttepanud. [Ipm npumeHeHuu
BOPHKOHA30J1a HEYACTO HAOIIONAINCH CITy4Yan TSHKEION relaTOTOKCHYHOCTH (KeNTyXa, TenaTuT U
NEUYCHOYHO-KJIETOYHAsI HEJOCTAaTOYHOCTb, MPUBOASIIAS K CMEPTH) Y MAIIEHTOB C CEPhe3HBIMU
OCHOBHBIMH 3200JI€BaHHUSIMH.

HexenarenbHble SBICHHS CO CTOPOHBI IIEYEHH HAOIIONAIOTCS, B OCHOBHOM, y MAllMEHTOB C
CephE3HBIMU 3a00JICBaHUSAMH, TJIABHBIM OOpPa30M, 3JI0KAUYCCTBEHHBIMU OITyXOJISMHU KPOBH. Y
NAIMEeHTOB 0e3 KaKuX-JIn00 (akTOpPOB pUCKA HAOIIONAIOTCS MPEXOIAIINE PEAKIIMH CO CTOPOHBI
NICYeHH, BKJIIOYAs TenaTtuT W xKenTyxy. Hapymenus (yHKIMM Te4eHH OOBIYHO OOpaTHUMBI U
HPOXOIST MOCIIE IPEKPAICHUS JICUCHHS.

MOHUTOPUHT d)VHKHI/II/I IICYCHHU

Bo Bpewmsi jeueHHs BOPHKOHA30JIOM PEKOMEHAYETCS IMOCTOSIHHO KOHTPOJIMPOBATH (YHKIHUIO
IIEYEHU KakK y JETeH, Tak U y B3pocibiX. KiMHHYECKOe BEACHHE TAaKUMX NALUEHTOB JIOJLKHO
BKJIIOYATh JIA0OPATOPHYIO OLIEHKY (YHKLMHU MEYeHU (B YACTHOCTH, OIpPEesIeHHEe aKTUBHOCTHU
ACT u AJIT B Hauvasne JieyeHUs] BOPUKOHA30JIOM M HE PEXKE OJHOIO pa3a B HENENIIO B TEUCHUE
IIEPBOTO MecAla Tepanuu. B cilydae mpoJOJDKEHHWH JIEYEHUsS IIPU OTCYTCTBHM W3MEHEHHU CO
CTOPOHBI OMOXMMHYECKHX ITOKa3aTeell (PyHKIMY IEYEHU YacToTa Jab0paTOPHOro 00CIe10BaHUs
MOXeET OBITh yMEHBbLIEHa J0 OJHOro pa3za B Mecsl. [Ipy BBIPaKEHHOM MOBBIILICHUU
OMOXMMHUYECKUX IMOKa3aTene (QyHKIMM NEeYeH! BOPUKOHA30Jl CIEAyeT OTMEHHUTb, €CIIU TOJIBKO
COOTHOULIEHHUE IOJIb3bl U PUCKA TEPANMH, COIVIACHO MEIHMIMHCKON OIIEHKE, HE OIPABJBIBACT €€
JanbpHEenee NpUMEHEHHE.

3puTenbHEIC HAPYIICHUS

[Ipu neueHnu BOpPUKOHA30J0M HpuUMepHO Yy 21 % mnaunueHTOB HAOMIOAAETCS HapyleHHe
3PUTEIIBHOIO BOCHPUATHSA: 3aTyMaHWBAHME 3pPEHHs, W3MEHEHUE IIBETOBOIO 3PEHUS WU
doropodus. Hapymienust 3peHus SBIAIOTCS NPEXOASIIMMU U TOJHOCTBIO OOpaTUMBIMU; B
OOJIBIIMHCTBE CIy4YaeB OHU CaMOIIPOM3BOJILHO Mcue3atoT B TedeHue 60 muH. [Ipu moBTOpHOM
OPUMEHEHUH BOPHKOHA30Jla OTMEYaeTcss OcClallIeHue WX BbIPAKEHHOCTH. 3pUTENbHbIE
HapyLIeHUs] OOBIYHO JIETKO BBIPAXKEHBI, PEIKO TPEOYIOT MpEeKpalleHus JIeUeHUs U He IPUBOJAT K
KaKUM-JTHOO OT/IaJIeHHBIM IOCJIE/ICTBUSIM.

MexaHu3M pa3BUTHUS 3pUTEIBHBIX HAPYIIEHUN HEU3BECTEH. Y CTAHOBJIIEHO, YTO BOPUKOHA30II
CHIDKAET aMILTUTYY BOJH Ha anekTpopetunorpamme (OPI') y 310poBbIX 100poBosbIeB. JlaHHbIe
u3MmeHnenus DPI' He HapacTaiu NMpu MPOJOJKEHUU JIedeHHsI B TedeHue 29 AHe M MOJHOCTHIO

HCYC3ajIn IMMOCJIC OTMCHBI BOPUKOHA30.J1a.



.
L

AL

JlnutenpHas Tepamus BOPUKOHA30JIOM (B Cp¢AHEM B W;L;e'aﬁéllfigg]_ﬂgﬁﬁ ';7 [:Ja'_ril%nmfbl'la Cc

NapaKkoOKIIUINOUI030M HE OKas3blBala KIMHUYECKH 3HAYMMOro 3¢¢ekrta Ha 3pUTEIbHYIO
(GYHKIHIO, YTO MOATBEPIMJIM PE3YyJbTaThl TECTOB HAa OCTPOTY 3PEHHUS, 3PUTEIBHBIX IOJIEH,
LIBETOBOCIIPUATHS U KOHTPACTHON YyBCTBUTEIILHOCTH.

ITo TaHHBIM NOCTPErUCTPALMOHHBIX UCCIIEI0OBAaHUN COOOIIAETCS O PA3BUTUH CITy4aeB 3pUTEIbHBIX
HapyLICHUH, COXPAHSAIOUIMXCS MPOJOJDKUTEIBHOE BPEMS, B YaCTHOCTH, BO3HMKHOBEHUE
«TIeJIEHBI» NIEpe] IN1a3aMU, HEBPUT 3pUTEIILHOTO HEPBA M OTEK IMCKA 3pUTENbHOro HepBa. Ciieyer
OTMETHTb, YTO JAaHHbIC HApYyLICHWs Pa3BUBAIOTCS Yallle BCEro y TAXKeJ00OJbHBIX MALMEHTOB
W/WIN  MOJyYarolllUX COIYTCTBYIOLIYIO TEpanuio, KOTOpas MOXET BbI3bIBaTh M0J00HBIE
HEXEJaTeIIbHbIC SBJICHUS.

HexenatenbHbIC IBICHUS CO CTOPOHBEI ITOYCK

VY Tsxkeno0oJbHBIX MAIMEHTOB, IMOJYYAIOUIMX BOPHUKOHA30J, OTMEYAJIMCh CIIyyau pPa3BUTHS
OCTpPOIl MMOYEYHOM HEOCTATOYHOCTH, YTO, BEPOSITHO, OBLIO CBA3aHO C TEpanueil OCHOBHOIO WX
COITyTCTBYIOIIUX 3a00JIeBaHUN HEPPOTOKCHYHBIMH JIEKAPCTBEHHBIMU CPEICTBAMH.

MOHI/ITODI/IHF d)VHKIII/II/I TI0OYCK

[TarmeHToB cienyer HAOMIOAATh C LEJIbI0 BBISABICHUS MPU3HAKOB HApYIICHHUS (DYHKIMH MOYCK.
it 3TOro HEOOXOIUMO MPOBOIUTH JIAOOPATOPHBIE HCCICIOBAHUS, B YaCTHOCTH, ONPEACISITH
KOHIICHTPAIMIO KPEeaTHHUHA B CBIBOPOTKE KPOBU (cM. pazzen 4.2).

MonuTopunr hYHKIHWY OKEIY A0YHOM JKeJIe3bl

Bspocnbie u getu, umeromue (akTopsl pHucKa pa3BUTHA OCTPOrO MaHKpeaTHTa (HEeAaBHSIS
XUMHUOTEpanusi, TPAHCIUIAHTAI[US TEeMOIMOITUYECKUX CTBOJOBBIX KIIETOK) JIOJDKHBI TMPOUTH
oOcrenoBaHue (ONpeaesieHne aKTUBHOCTH aMUJIa3bl U JIUIA3bl B CHIBOPOTKE KPOBH) JUIsl PEILICHUS
BOIIPOCA O TEpANIuU BOPUKOHA30JIOM.

HexxenaTenbHbIe SIBISHUS CO CTOPOHBI KOXKHU

ITpu Tepanuu BOPUKOHA30JIOM 4acTO PA3BUBAIOTCS KOJKHBIE PEAKLIUH, B OCHOBHOM, y MAallUEHTOB
C CEpbe3HBIMM OCHOBHBIMHM 3a00JIEBaHUSMH, OJHOBPEMEHHO MPUHUMAIOUIMX JpYyrue
JIEKapCTBEHHbIE cpeAcTBa. B  OONBLIIMHCTBE ciayyaeB OTMEYajlach JIETKO WM YMEpPEHHO
BBIPaKCHHAs KOJKHAs ChIIIb.

Bo BpeMs JeueHMs BOPUKOHA30JI0M Yy TMAlMEHTOB HAOMIOAANMCh CIy4ad TSKEIbIX
HEXENATeNbHBIX KOXXHBIX PEaKIUi, Takux Kak cuHApoM CTuBeHca-/[PKOHCOHA, TOKCUYECKHU
SNuAEpMalIbHBIA  HEKPOJIM3, JIEKAPCTBEHHAs peakluus ¢ HO3MHODUIMEH U CHUCTEMHBIMU
cumnromamu (DRESS), koTopbie MOTyT OBITh KH3HEYTPOXKAIOIIMMHU WM CMEPTEIbHBIMH (CM.
pasznen 4.8). Ecnu y manueHTa pa3BUBAIOTCS TSDKEJIbIE HEXeNaTelIbHbIE KOXKHBIE PEaKIUH, TO

BOPHKOHA30JI CJIEAYET OTMCHUTD.
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Tak kak BO BpeMsi Tepaluu BOPUKOHA30JI0M BQ 3MOYKHO' g&géﬂ}EQE)E%BEg&E@HHJﬁP}MH;é BO

BpeMs JICYCHHsI IMalUeHTaM (B TOM YHCIIEe U JACTSAM) PEKOMEHIyeTcs u30eratb BO3IEHCTBUS
MPSIMBIX COJTHEYHBIX JIy4ed M MPUHUMATH 3aIMTHHIC MEpPHI, TaKWE KaK HOIICHHE OJSKIbI U
NPUMEHEHHE  COJHIIE3alIUTHBIX CPEICTB C  BBICOKMM  KOI(PQPHUIIMEHTOM  3aIlIUTBl  OT
ynsTpaduoneToBoro uznydenus (SPF).

HexenatenbHbIC IBICHUS CO CTOPOHBI HAAIIOYCYHHUKOB

OOpatuMble cioydyad HAAMOYCYHUKOBOM HEIOCTATOYHOCTH OBUIM  3apErHCTPUPOBAHBI Y
NAIMEeHTOB, TOJYYalIIUX a30Jibl, BKIOYas BOpukoHa3zosl. Cool0maioch 0  ciydasx
HEJIOCTaTOYHOCTH KOPBI HA/AMOYECYHUKOB Y IMALMEHTOB, MOJYYAIOIIUX a30JIbI OJJHOBPEMEHHO C
KOPTHKOCTEpOUIaMH WK 0e3 HUX.

VY manueHToB, MOJTYYarOIIMX a30Jbl 0€3 KOPTUKOCTEPOHIOB, PA3BUTHE HEIOCTATOYHOCTH KOPBI
HA/IMOYEYHUKOB CBSI3aHO C MPSIMBIM MHIMOMPOBAHHEM CHHTE3a CTEPOUIOB a30JIaMH.

Y [anueHToB, MPUHUMAIOMIMX KOPTHUKOCTEPOU[IbI, WMHTUOMpPOBaHHE HX MeTaboIu3Ma
nzopepmerrom CYP3A4, cBsA3aHHOE C BOPHKOHA30JIOM, MOXET TPUBECTH K HU3OBITOYHOMN
BBIPAOOTKE KOPTUKOCTEPOUIOB U MOAABICHUIO (DYHKIIMH KOPHI HAATIOUYEYHUKOB (CM. pazzaen 4.5).
Cunnpom Kymmara ¢ u 6e3 mocineayromnero pa3BuTHs HeJOCTaATOYHOCTH KOPbI HA/IMOYEYHIKOB
TaKXKe OTMEYAJCS Yy  TAlMEHTOB, TMOJYYalOUIMX  BOPHUKOHA30JI  OJHOBPEMEHHO C
KOPTHKOCTEPOHUIAMH.

[TarueHTHl, MOMyYarONMe JIMTEIBHOE JICYCHHE BOPHUKOHA30JI0M U KOPTHUKOCTEPOHIAMHU
(BKJIFOYAS] MHTAISIIMOHHBIE KOPTUKOCTEPOU/IbI, HATPUMED OYACCOHMT), TOJDKHBI HAXOUTHCS 10T
THIATENTFHBIM HAOIIO/IGHUEM Ha MpeIMeT HapylleHUs (YHKIUU KOpPHl HAAMOYEUHHUKOB KaK BO
BpeMs JIEUEHHUs, TaK U TIOCIE TMPEKpalleHus MPUMEHEHUsT BOpPUKOHA3oja (CcM. pasnmen 4.5).
[TarueHTHl TOJKHBI OBITH TPOMH(POPMHUPOBAHBI O TOM, YTO HEOOXOJMMO oOOpaImathCs 3a
HEMEIJICHHOW MEIMIIMHCKOW TOMOIIBIO, €CIH y HUX TMOSBISIOTCS NPU3HAKU U CHUMIITOMBI
cunapoma KymHra uiam HeJJoCTaTOYHOCTH KOPBI HAAMTOYEUHUKOB.

JImuTenpHOE JIEUEHUE

VY ManueHToB ¢ KOKHBIMU PEAKIUAMH (POTOUYBCTBUTEILHOCTH M IOMOJIHUTEIBLHBIMU (haKTOpaMu
pUCKa CcOOO0IIaeTcss O pa3BUTHUU IJIOCKOKIETOYHOTO paka KOXHM M MelaHOMbl Ha (QoHe
MPOJOHKUTENHHOM Tepanuu. B ciiydyae BOSHUKHOBEHHSI y TAllieHTa (OTOTOKCHUECKUX PEeaKIuit
OH JIOJDKEH OBITh MPOKOHCYJIBTHPOBAH COOTBETCTBYIONIMMHU CIECIMAIMCTAMUA W HaIpaBieH K
nepmarosiory. Creyer paccMOTpPEeTh BO3MOXHOCTh OTMEHBI BOpHUKOHa3oa. [Ipu npoaomkennn
Tepanuu BOPUKOHA30JI0M, HECMOTPsI HA BO3HMKHOBEHHE (DOTOTOKCHUYECKHX MOPAKEHUU KOXKH,
MAIUEHT JIOJDKEH PETyNSIpHO MPOXOAUTH JEPMATOIIOTUYECKOE OOCIICIOBAHKE C IENBI0 PAHHETO
BBISIBJICHUS W JICUCHUsS TIPEAPAKOBBIX 3a0oyieBaHWi KokH. Ecim y mamumeHTa pa3BUBAIOTCS

MOPAKCHHUA KOXKHU, CBA3AHHBIC C IIPEAPAKOBBIMU 3a00JICBaHUSIMHA KOXH, TINIOCKOKJIETOYHBIM paKOM
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BOPHUKOHA30JI0M.

HenHdbeKUMOHHbBIN IEPUOCTUT

HNmerorcs COO6H_ICHI/IH 0 ClIydadX pa3BUTHUA IIECPUOCTHUTA Yy IMAUCHTOB ITIOCJIC TPaHCIIJIAHTAllHuH,
MMoJIydaromux JJIUTCIBHYH0 TEPAIINnIO0 BOPHUKOHA30JIOM. Tepanmo BOPHKOHA30JIOM CJICOYET
OTMCHUTHB B CIy4dac, CCJIM y MalluCHTA UMCCTCA 00JIb B KOCTSX U Ha PCHTICHOIpaMMC OTMCHUAIOTCA
HN3MCHCHUA, XapaKTCPHLIC AJId IICPHUOCTUTA.

HapkoTrnyeckue aHalbIeTUKN KOPOTKOro aercteus (cyocrparsl nzodepmenta CYP3A4)

[Tonpky mepuoj modypacmana andeHTaHuga MpU €ero OJHOBPEMEHHOM BBEJIEHUU C
BOPHUKOHA30JI0M YBEITUYHUBACTCS B 4 pa3a, HEOOXOIUM TIIATEIbHBI MOHUTOPUHT HEXKENIATeIbHBIX
SIBIICHUHM, CBSI3aHHBIX C NPUMEHEHHEM HApKOTUYECKUX AaHAIBICTUKOB, BKJIOYas Ooiee
MPOJOKUTEIbHBIA MOHUTOPUHT (DYHKIIMH TBIXaHUSI.

HapkoTrndeckue aHanbI€TUKHU JUIMTEILHOTO AeiicTBud (cybcrparsl nzodepmenra CYP3A4)

Crnenyer paccMOTpPETh BO3MOKHOCTh CHIDKEHMSI J103bI OKCHKOJOHA M JIPYTUX HAPKOTUUYECKUX
AQHAJIBIC€THUKOB MPOAOIIKUTEIBHOTO ACHCTBUA, MeTabomu3upytomuxcs nzopepmentom CYP3A4
(TMAPOKOIOH), TIPH OJJTHOBPEMEHHOM MPUMEHEHUH C BOPUKOHA30JI0M. HeoOXoanumMo mpoBOAUTH
TIIATENFHBI ~ MOHUTOPUHI  HEXENATeJIbHBIX  SBJICHHM, CBSI3aHHBIX C MPUMEHEHHUEM
HApKOTHYECKUX aHAJIBI'€TUKOB (cM. pazzaen 4.5).

Nurnourops! Tupo3uHKUHA3b! (cyocTpar uszodpepmenra CYP3A4)

Osxupaercs, 4TO OJTHOBPEMEHHOE IPUMEHEHNE BOPUKOHA30J1a ¢ MHTMOUTOpaMH TUPO3UHKHUHA3BI,
metabonusupyembiMu  nzopepmeHToM CYP3A4, npuBOAWT K THOBBILIEHUIO KOHIEHTPALUU
MHIHOUTOpa TUPO3UHKMHA3KI B IJIa3M€ KPOBHM M PUCKY MOOOUYHBIX peakiuil. Ecin HeBO3MOXHO
n30exarb OJHOBPEMEHHOI'O TPUMEHEHHs, PEKOMEHIYETCS CHIDKEHHE J103bl HHIHOuTOpa
TUPO3WHKMHA3BI U THIATEIbHBIN KIMHUYECKUI MOHUTOPHUHT (cM. paszen 4.5).

Denurond (MOIIHBIA MHAVKTOD 1ToxpoMa Paso v cyocTpar nzodepmenta CYP2C9)

[Tpu oTHOBpEeMEHHOM NTPHUMEHEHNN (DEHUTOMHA U BOPHKOHA30J1a PEKOMEHTyeTCSI OCYIIECTBIISITh
MOCTOSTHHBIA KOHTPOJIh KOHICHTparuu ¢enuronHa. Cremyer wu30eraTb OJHOBPEMEHHOTO
MPUMEHEHUS BOPHKOHA30J7a M (EHUTOMHA, 332 UCKIIOYCHHEM TeX CllydaeB, KOrJaa O)Kujaaemas
0J1b3a MPEBBIIIAET BO3MOKHBIN PUCK (CM. paszen 4.5).

I'maznern6 (cyocrpar nzodepmenra CYP3A4)

Oxwunaercs, 4YTO OJHOBPEMEHHOE IPHUMEHEHHE BOPUKOHA30JIa TIOBBIIIAET KOHIEHTPALUIO
riazaernda B mia3Me KpoBH U MOBBIIAET pUcK yumnHeHus uatepsana QT (cm. pazaen 4.5). Ecnu
HEBO3MOXXHO M30€XaTh OJHOBPEMEHHOTO IPUMEHEHHs, PEKOMEHAYEeTCS YacTo IPOBOAUTH

mouutopunr KT
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uuroxpoma Paso, mHrndurop u cyocrpar uzodpepmenra CYP3A4)

B ciydae 0oMHOBpEeMEHHOTO MPUMEHEHHS BOPWUKOHA30J1a U d(aBupeH3a 103y BOPUKOHA30JIA
cienyeTr yBenuuuTh 10 400 Mr 2 paza B CyTKH, a A03a 3(haBUpeH3a JOJKHA OBITh CHUXKEHA 0
300 mr kaxabie 24 aca (cM. pasaen 4.5).

Pudabytun

OnHOBpEeMEHHOE TPUMEHEHHE BOPHKOHA301a W pudadyThHa NIPOTHBOIIOKA3aHO, TaK Kak
prdabyTUH 3HAYUTEITFHO CHUKAET KOHIIEHTPAIIMIO BOPUKOHA30J1a B IJIa3Me KPOBH.

PuronaBup (MomHbIl MHAYKTOpP ImToxXpoMa P450, murmburop m cybcrpar m3odepmeHTa

CYP3A4)

[TprMeHsTh OJHOBPEMEHHO BOPUKOHA30JI U PUTOHABHUP B HU3KUX A03ax (100 Mr 2 pa3a B CyTKH)

CJICAyeT JIUIIb B TOM Cllydae, €ClId OXHJaeMas MoJib3a OT MpUeMa BOPUKOHA30J1a 3HAYMTEIHHO
IPEBBIMIACT PUCK OT UX COBMECTHOTO IpuMeHeHHs (cM. pasaeinsl 4.3 u 4.5).

Deepoaumye (cyocrpar uzodepmenta CYP3A4 u P-rimkonporenHa)

OpnHoBpeMEHHOE INPUMEHEHHE BOPHMKOHA30jJa M HSBEpPOJIMMYyca HE PEKOMEHIYETCs, TaK Kak
0’KMJIaeTCs, YTO BOPUKOHA30JI CYLIECTBEHHO IOBBIIIAET KOHLEHTPALUIO 9BEPOJIMMYyCa B IUIa3Me
KpoBU. Ha naHHBII MOMEHT He MMeeTcsi NOCTAaTOYHON MHGpopMauuu JUis peKOMEHJAlMU 110
KOPPEKLNHU PeXUMaA T03UPOBAHUS.

Meranon (cyocrpar nzodbepmenta CYP3A4)

[ToBbllIeHNE KOHIIEHTPALMU METa/I0Ha B IJIa3Me KPOBH MPUBOAUT K MPOSBICHUIO TOKCHYECKHX
apdexToB, BKIoYas yuHeHue uHTepBana QT. Ilpu oJHOBpEeMEHHOM IpPUMEHEHHU
BOPHUKOHA30J1a U METaJ0Ha HE0OX0IMMO BHUMATEIbHO CIEAUTD 3a MPOSIBICHUEM HEKeIaTeIbHbIX
ToKkcudeckux 3¢dexron. [lpu HeoOXoauMOCTH 1032 METajoHAa MOXKET ObITh CHUXKEHa (CM.
paznen 4.5).

daykonazous (uHruouTop nzodepmentoB CYP2C9, CYP2C19 u CYP3A4)

OnHOBpeMEHHOE MPUMEHEHHE BOPUKOHA30I1a U (TyKOHA30J1a BHYTPb Y 3/I0POBBIX TOOPOBOJIBIICE
NPUBOJUT K 3HAYUTEIbHOMY yBenmnueHH0o Cmax 1 AUC, BopukonHazomna. [logxomsmmii pexxum
KOPPEKIIMH JI03bI ¥/MJIM YaCTOThI TIPUEMa BOPUKOHA30J1a M ()IyKOHA30JIa He YCTaHOBJIEH. B ToM
cilydae, €CJIM BOPHUKOHA30JI MpPHUMEHSETCS Tocie (IIyKOHA30/1a, PEKOMEHIYETCS MPOBOJIUTH
TIIATEIbHBIA KOHTPOJIb HEXeIaTeIbHBIX PEaKIUii, CBI3aHHBIX C TPHEMOM BOPUKOHA30JIa.

PeaKHI/II/I, CBA3aHHBIC C BBEACHHCM

[Tpu BHYTPHUBEHHOM BBEIEHHH BOPUKOHA30J1a HAOIIOIAIOTCS CBsI3aHHbIE ¢ HH(Y3Hel peakuuu, B
YaCTHOCTH, «IIPUJIMBBD) KPOBU K KOKE€ JIMIIA U TOIIHOTA. ECIM 3TH CUMOTOMBI BBIPAXKEHBI, TO

ciefyeT 00CyIuTh 11eTeco00pa3HOCThb MPEKpalleHus JeueHus (cM. pazzaen 4.8).
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ot 10.06.2024 N= 11485
(NOCNEQCBATENEHOCTE 0005)

BcnoMorarebHEIC BEIISCTBA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Kaxnpiii ¢rakon mpenapaTta cofepxut 217,6 Mr HaTpusi, 3TO HEOOXOJUMO YYHTHIBATH HpPHU
OPUMEHEHUH Tperapara y MalHeHTOB, KOTOpbIE MPUACPKUBAIOTCS AMETHl C OTPAHUYCHHEM
HOCTYIIJICHUS] HATPHSL.
eTu

O} dexTuBHOCTh U 0E30MACHOCTh MPUMEHEHHUsT BOPUKOHA30JIa y JETe B BO3pacTe A0 2 JeT
He u3ydaiuchb. BopukoHa3oi nokasaH Juid NPUMEHEHUs y JE€Ted B Bo3pacTe OT 2 JIET U CTaplie
IpY IOCTOSHHOM KOHTpoJie¢ (YHKLUMM TNe4YeHH. Y JeTe dalle OTMEYaeTcs IOBBIIIEHUE
aKTUBHOCTH (PEpMEHTOB MEeYeHU. bro10CTyMHOCTh BOPUKOHA301a MIPH IPHEME BHYTPb y AeTell B
BO3pacTe OT 2 10 12 jmeT MoKeT OBITh CHIKEHA 3a CUET HapyIICHUS BCACBHIBAHHS HIIM 33 CUET
IOHM)KEHHOM Macchl Tena. B Takux cilydasx nmoka3aHo BHYTPUBEHHOE BBEIEHUE BOPUKOHA30IA.
YacTtoTa (OTOTOKCHYECKUX peakuuil y aereil Belme. B cBsi3u ¢ TeM, 4Tto (poTOTOKCHUECKHE
HOpa)KEHUs MOT'YT IIepepOKIaThes B III0CKOKIeTouHY 0 KapuuHoMy (IIKK), y nereit Heodxoaumo
OPUMEHSTh CTPOTHE MEpHl IO 3aIIUTe KOXK OT YIbTpa(uoNeToBOro u3inydeHus. Jlersm c
NpU3HAKaMHU (POTOCTAPEHUS KOXKH, HAIPUMED, JICHTUTO IJTH BECHYIIKH, PEKOMEHTyeTCsl H30eraTh

COJIHIIA 1 O6CJ'ICI[OBEITBCH Yy ACPMATOJIOra AaKe IMOCJIC ITPEKPAICHUA JICUHCHU .

4.5. B3anMojeilicTBMe C JAPYrHMH JIEKAPCTBEHHBIMHM IpenapaTramMu W JApyrue BH/bI
B3aMMO/ el CTBHA

WHruOuTOpsl MM MHAYKTOPHI M30(pepMeHToB muToXxpoma Paso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BBI3BaTh, COOTBETCTBEHHO, TIOBHIIIICHNE UM CHI)KEHUE KOHIIEHTPAIIMU BOPUKOHA30J1a B TIa3Me
KPOBH.

BopukoHnazon MHrHOuMpyer akTHBHOCTH M30(epMeHToB Imroxpoma Paso — CYP2C19, CYP2C9 u
CYP3A4, — 1 MOXeT MOBBIIIATH TUTA3MEHHBIE KOHIIEHTPALIMU BEIIECTB, KOTOPBIE META00IM3UPYIOTCS
¢ ywactuem u3opepmeHToB 1uroxpoma Paso (CYP 450), B wacTHOCTH, JUIS BEUIECTB, KOTOpHIC
metabommsupyorcss  m3opepmentom CYP3A4, Tak Kak BOPHKOHA30J SIBISICTCSI  CHIIBHBIM

naruouropom CYP3 A4, xors ysennuenne AUC 3aBucur ot cybcrpara (cm. Tabmuiy 3).

Taoauna 3.
B3aumopeiictBue: n3MeHEeHHUS
JlekapcTBeHHOE CPEACTBO PexoMeHnaanuu npu
(papmakokuHeTHYECKUX
(MexaHU3M B3aUMO/IelCTBHSI) O/THOBPEMEHHOM NMPUMEHEeHUHU

napamertpos (%)

Actemuzon, uu3zanpui, nuUMO3ul, | BzaumonelictBue He wu3yvanock, | [IporuBonokasaHo
XUHUJVH, TeppeHaUH U UBaOpaJnuH | OMHAKO  CYIIECTBYeT  BBICOKas | (cM. pazmen 4.3)

[cybcmpambr uzogepmenma | BEpOATHOCTb, YTO IIOBBILICHHBIE

CYP3A4] KOHUEHTpaLuu JIAaHHBIX
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.06.2024 N= 11483
- A EROEATENBHOT T 0005
BsanmozeiicrBue: maménenms ' — - =" e B WY
JlekapcTBeHHOE CPEACTBO PexoMeHaanni npu
(hapMaKoOKHHETHYECKHX
(MexaHHU3M B3aMMO/J el CTBHSA) OJHOBPEMEHHOM IIPHMEHEHUH

napaMmetrpos (%)

JICKAPCTBEHHBIX ~ CPEACTB  MOTYT
NPUBECTH K YAJIMHEHHUIO MHTEpBaa
QTc wm B peakux ciydasx
BO3HHKHOBCHHIO  IKEIyJOYKOBOH

TaxXUKapAnuH MO THIY «IHPYIT».

Kapbamazenma u InauTensHo | B3aumopeiictBue He wu3ywanocs, | IIpoTtuBomokaszano
JeHCTBYIOIIIE OGapOuTypartsl | OgHAKO KapOama3zennH u | (cMm. pazgen 4.3)
(Hanpumep, (denobapbuTan, | JTUTEIEHO JeiicTByroImue

Meobapouran) [Mmownble | OapOUTYypaThl, BEPOSTHO, MOTYT

undykmopur yumoxpoma P450] 3HAYUTEJIBHO CHUXKATH IIJIa3MEHHBIE

KOHIICHTpAallu BOPUKOHA30J1a

D¢aBupens

(HeHYKJICO3UTHBIN HHTUOHUTOP
00paTHOW TPAaHCKPUIITA3HI)
[unoykmop Yumoxpoma Paso;
uneubumop u cybecmpam
usogpepmenma CYP3A4]
OnHOBpeMeHHOE NPUMEHEHUE | Cpa 3baBupensa 1 38 % [lpumeHeHne CTaHAAPTHBIX /103
a¢asupensa B no3e 400 Mr oauH pa3 B AUC; s¢asupensa T 44 % BOPMKOHa301a M d(aBupensa B

CYTKHM M BOpUKOHa30J1a B 703e 200 mr Crmax BOpHKOHa307a | 61 % nose 400 Mr oxuH pa3 B CyTKH

* MPOTHUBOIOKA3aHO
Ba pasa B CYyTKH
Ba p y AUC, Bopuronasoina | 77 %

(cM. paznen 4.3)

OnHoBpemenHoe npuMenerne 300 mr | B cpaBHennn ¢ a¢asupenszom | OnHOBpeMeHHOE PUMEHEHUE

>basnpensa omuH pas B cyTku u | 000 MI' OJIIH pa3 B CyTKH: BO3MOYKHO, eciu
Cmax 3(haBupensa <> HOIEP/KMBAROLIIAS 03a

BopukoHasona 400 mr nBa pasa B | X basup JUIep Hl A
AUCt 3(1)aBI/IpCH33 T 17 % BOPHKOHAa30J1a 6yI[eT ITOBBIIIICHA

cyTKu*
1o 400 mr aBa paza B CyTKH, a

B CpaBHCHUHN C BOPHKOHA30JIOM | 1034 3(1)aBI/IpCHSa CHMKCHA 10

200 mr 1Ba pasa B CyTKH: 300 mMr omuu pas B cyTku. [lpu
Ciax BoprkoHasona T 23 % OTMEHE TEpPallud BOPUKOHA30JIOM
AUCT BOPHUKOHA301a l 7 % HayaJIbHas ao03a 3(baBI/IpeH3a

OJDKHA OBITh BOCCTAHOBJICHA.

Ankanmongsl CHOPHIHBM (Hampumep, | B3amMopeiicTBue BOpHMKOHA30ma C

SPrOTaMHUH M AUTHAPOIPTOTAMHUH) aNKaIouIaMu CHOPBIHBH

IIporuBonoKazaHo
[cybecmpamur usogepmenma | (3proTaMUHOM u

(cM. paszen 4.3)
CYP3A4] JUTHPOIPTrOTAMUHOM) HE

nU3y4ajioCb, OJHAKO CYHICCTBYCT
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— el Pl k]

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 10.06.2024 N= 11483

—

.]IeKapCTBeHHOC CpeacTBo

(MexaHU3M B3aUMO/eiCTBUS)

B3aumoaeiicresue: nzMeHenms ' —

AOBATENBHOC T 0005

i

(hapMaKoOKHHETHYECKHX

napaMmetrpos (%)

FEeKoMeH1alluM IpHu

OAHOBPEMEHHOM IMIPUMEHCHUH

BBICOKas BEPOATHOCTD, 4To

BOPUKOHA30J1 MOXET  BBI3BIBATh
MOBBIIIEHNE KOHIIEHTPAUN JAHHBIX
IpernapaToB B IUIa3M€ KPOBU H

MPUBOANTH K OPTOTU3MY.

Jlypazunon
[cybempampr usopepmenmaCYP3A4]

BzaumonelicTBue BOpHKOHAa30jJa C

Jypa3uA0OHOMHE H3y4alloCh, OJHAKO

IIpoTuBOnOKa3aHO

(cm.paznen 4.3)

BOPHKOHA30JI, BEPOSITHO, MOXET
3HAYUTEIHEHO TIOBBIIIATH
TUIa3MEHHbBIE KOHLICHTPALINH
Jypa3uIoHa.
Hanokceron BzaumopneiictBue BopukoHazona c | [IpoTuBomokazaHo
[cybcmpambi usoghepmenma | HaJOKCETOJIOM HE  W3ydaloch, | (cM.paszmen 4.3)
CYP3A4] OTHAKO BOPHKOHA30J, BEPOSATHO,
MOXET 3HAYUTENBHO MOBBIMIATH
TUIa3MEHHbBIE KOHLICHTPALIHH
HaJIOKCEToJIa.
Pudadbyrun
[mownbLl  uHOYKmMOp  yumoxpoma

Pis0]

300 Mmr oauH pa3 B CyTKH

300 Mr omuH pa3 B cyTku (TpH
OIHOBPEMEHHOM  NPUMEHEHUH  C
BopukoHazojgoM 400 mr aBa pasza B

cyTKH) *

Crax BopukoHazomna | 69 %
AUC; Bopuxonazona | 78 %
Crax pudadbytuna T 195 %
AUC; pucadytuna 1 331 %

B cpaBHEHUM C BOPHUKOHA30JI0M

200 Mr 1Ba pa3a B CyTKH:

Crax BopukoHazoia T 104 %

AUC; Bopuxonazona 1 87 %

HpOTI/IBOHOKaBaHO

(cM. paznen 4.3)

Pudpamnuiux

(600 Mr ouH pa3 B CyTKH)

Chax BopukoHazoma | 93 %

AUC, Bopukonasoina | 96 %

IIporuBonOKa3aHo

[MOwmbI  uHOYKMOp — yumoxpoma (cm. paszen 4.3)
Paso]
PutoHaBHUp OnHOBpEMEHHOE  NPHUMEHEHHE

(mHTHOHUTOD TIpOTEa3)
[mownviii
Paso;
uzopepmenma CYP3A4]

UHOYKMOp — YUmMoxpoma

uHeubumop u  cyocmpam

BOPHKOHA30J1a W BBICOKHX JI03
puronaBupa (400 Mr U BbIIe 1Ba

pasa B CYTKH) NPOTHBOIOKA3aHO

(cMm. pazmen 4.3)
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
ot 10.06.202

-

4 Ne 11489

— el Pl k]

JIeKapCTBeHHOC CpeacTBo

(MexaHU3M B3aUMO/eiCTBUS)

B3aumoaeiicresue: nzMeHenmns | —

4

BATENBHOCTE 0005

i

(hapMaKoOKHHETHYECKHX

napaMmetrpos (%)

FEeKoMeH1alluM IpHu

OAHOBPEMEHHOM IMIPUMEHCHUH

Bricokne mo3sr (400 mMr nmBa pasa B

CYTKH)

Huskue moser (100 mr ngBa pasza B

Cmax 1 AUC, puronaBupa <>
Crax BopukoHa3oma | 66 %
AUC; Bopuxonazona | 82 %

Crmax puToHaBupa | 25 %

IIpumensaTh OJIHOBPEMEHHO

BOPUKOHA30JI M PUTOHAaBUD B
CyTKH) * AUC; purtonasupa | 13 % P p P
HU3kuX no3ax (100 mr 2 pasa B
Crax BopukoHa3ona | 24 %
CYTKH) CJEAyeT JHIIb B TOM
AUC; Bopuxonazona | 39 %
cllydyae, eClId OKHJaeMas IoJb3a
oT npueMa BOPHKOHAa30J1a
3HAYUTEJIBHO MPEBBILIAET PUCK OT
HX COBMECTHOTO MPUMEHEHHSI.
3Bepo0oii npoabIpsBiAeHHbIN | COrslacHO JaHHBIM HE3aBHCHMOTO
[undykmop  yumoxpoma Pssp u | MccnemoBaHUS:
P- anuxonpomeunal AUC, ., BopuKoHa3ona | 59 %
IIporuBonokasaHo
300mMr TpM paza B CYTKH
(cM. paznen 4.3)
(omHOBpPEMEHHOE  TIPUMEHEHHE C

OZ[HOKpaTHOﬁ ZlO3OI>i BOPHUKOHAa30J1a

400 mr)

TonsanrTan

[cyocmpam CYP3A4]

B3aumonelictBue He H3y4alloch,

OOHAKO BOPHUKOHA30J, BCPOATHO,
MOXXET MOBBIIIATh 3HAYHUTCIIBHOC
IOBBIIICHUE IJIa3MCHHBIX

KOHLEHTpaLUi TOJIBaNTaHa.

HpOTI/IBOHOKaSaHO

(cMm. pazmen 4.3)

Beneroknakc

[cyocmpam CYP3A4]

B3aumopeiictBue He HM3y4alioch,

OOHAaKO BOPHUKOHA30J, BEPOATHO,

MOXCT BBI3BIBATH 3HAYHUTCIIBHOC

IOBBIIICHUE IJIa3MCHHBIX

KOHHGHTpaL{I/Iﬁ BCHCTOKJIAKCA.

OnHOBpeMEeHHOE MpUMEHEHNE
BOPHKOHA30Jla W BEHETOKJIaKca
NPOTHBOIIOKA3aHO B Hayaje
TEpanmuyl BEHETOKIAKCOM H BO
BpeMs TUTPOBAHHS JI03BI
BeHeTOKIakca (cm. pasmen 4.3).
TpebyeTcs  CHHWKEHHE  JO3BI
BEHETOKJIaKca B (ha3e MoCTOSHHOI
CYTOUYHOM J103bI B COOTBETCTBUU C

MHCTPYKLMAMH II0 IPUMEHEHUIO

npernapara; pEeKOMEeHIyeTCs
TINATEIBHBIH ~ KOHTPOIIb Ha
TpeaMeT oOHapyXeHHs

MPU3HAKOB TOKCUYHOCTH.
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
ot 10.06.202

4 Ne 11489

— el Pl k]

JIeKapCTBeHHOC CpeacTBo

(MexaHU3M B3aUMO/eiCTBUS)

B3aumoaeiicresue: nzMeHenms ' — -

BATENBHOCTE 0005)

(hapMaKoOKHHETHYECKHX

napaMmetrpos (%)

FEeKoMeH1alluM IpHu

OAHOBPEMEHHOM IMIPUMEHCHUH

Di1ykoHa3011
(200 mr omuH pa3 B CyTKH)

[uneubumop

CYP2CY, CYP2C19 u CYP3A44]

usoghepmenmog

Crax BopukoHazoma T 57 %

AUC; Bopuxonasona 1 79 %

Hsmenenns Cinax u AUC,

(hiryKOHa30/1a HE YCTaHOBJICHBI.

Ioxxonsmmii pesxuM KOppeKLuu

JO3bl W/WIM YacTOThl IpHeMa
BOPHUKOHA30J1a U (IIyKOHA30J1a He
ycTaHOBIECH. B ToM ciydae, ecnu

BOPHKOHA30JI IPUMEHACTCA ITOCIIE

¢iykoHazoma,  pEeKOMEHIYeTCS
MIPOBOANTD TIIATEIbHBINA
KOHTPOJIb HEKellaTelbHBIX

peaKHHﬁ, CBs3aHHBIX C IMPUEMOM

BOPHKOHA301a.

DeHuTouH

[cyocmpam uzoppepmenma CYP2CY u

MOWHBLI UHOYKMOP yumoxpoma Paso]

300 mr oauH pa3 B CyTKH Crax BopukoHazona | 49 % Cnenyer usberarh
OJTHOBPEMEHHOTO npueMa

300 Mr ommH paz B

(OI[HOBpeMeHHOC MNPUMCEHCHUC

CYTKH

C

BOpUKOHa30i10M B 1o03e 400 mr mBa

pa3a B cyTKH) *

AUC; BopukoHazona | 69 %

Crax henurounna T 67 %

AUC; ¢penurtouna 1 81 %

B cpaBHEHUM C BOPHUKOHA30JI0M

200 Mr 1Ba pa3sa B CyTKH.

Cmax Bopukonazona 1 34 %

AUC; Bopuxonazona 1 39 %

BOpPHKOHa30/la ¥ (peHHTOMHA, 3a

HCKIIOUYEHHEM CIyd4aeB, Korja
MOJIb3a JJIS MaIlMeHTa MPeBBIIIaeT
PHCK. Pexomenayercs
KOHTPOJIMPOBATH IUTa3MEHHBIE
KOHLICHTpALMH ()eHNTONHA.

OnHOBpeMeHHOE NpUMEHEHHE
BO3MOXHO TOJIBKO B CITydae, eCiH
MO IeP>KUBAIOIIAs 703a
BOpUKOHa30y1a OyJeT yBeIHdeHa

JO 5 MI/KT BHYTPHBEHHO WIIU C
200 wmr 10 400 Mr BHYTpH J1Ba pa3a
B CYTKHU (y TMaIMEHTOB C Maccoil

Teaa meHee 40 xr co 100 mr 1o

200 Mr BHYTpB JBa pa3a B CyTKH).

JlerepmoBup

[unoykmop uzopepmenmos CYP2C9

u CYP2C19]

Crax Bopukonazona | 39 %
AUC,.12 Bopukonasona | 44 %

C12 BopukoHazona | 51 %

Ecimm HEBO3MOKHO n30€eKaTh

OJTHOBPEMEHHOTO  IPUMEHEHHUs
BOPHKOHA30JIla ¥ JIETEPMOBHDA,
HE00X0UMO KOHTPOJIMPOBATh
COCTOSIHME TMAIMeHTa Ha MpeJMeT
CHIDKEHHUS 3¢ peKTUBHOCTH

BOPUKOHA30J1a.
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
ot 10.06.202

-

4Nz 11489

.

JIeKapCTBeHHOC CpeacTBo

(MexaHU3M B3aUMO/eiCTBUS)

B3aumoaeiicresue: nzMeHenmns | —

4

BATENBHOCTE 0005

i

(hapMaKoOKHHETHYECKHX

napaMmetrpos (%)

FEeKoMeH1alluM IpHu

OAHOBPEMEHHOM IMIPUMEHCHUH

I'ma3nerud BsaumoneiictBue He wu3y4anoch, | Ecim  HEBO3MOXHO HU30€kKaTh
[cybempam uzoghepmenmaCYP3A4L] OJTHAKO OXKHUIaeTCs, YTO | OJJHOBPEMCHHOTO  NPHUMEHCHHUS,
OJTHOBpPEMEHHOE NPUMEHEHHE | PEKOMEHIYETCSl 4acTo MPOBOIUTH
BOPHUKOHA30J1a moBeImaeT | MoHUTOPHHT DK .
KOHI[CHTpAMI0  ryla3aernba B
[UIa3Me KPOBHM U TMOBBIIIAET PUCK
yauHenus: uatepsaia QT.
WHru6UTOpS THPO3UHKUHA3EI BsaumopeiictBue He wu3y4anoch, | Bt HEBO3MOXKHO — U30€XaTh
[cybempamor uzogpepmenmaCYP3A4] | ogHako BOPUKOHA30JT  TIOBBIIAECT | OJHOBPEMEHHOTO  MPUMEHEHHUS,
(HanpuMep, aKCUTHHUO, GOCYTHHHO, | IUIA3MEHHBIC KOHIIEHTPALIUKM | PEKOMEHIYETCS CHIYKEHHE J103bI
Kab03aHTUHHUO, HEPUTUHUO, | MHTUOUTOPOB THPO3WHKUHA3bI, | HHTMOMTOPA THPO3UHKHHA3EL.
KOOUMETHHUO, nmabpadenn6d, | merabommupyeMseix CYP3A4.

Na3aTHHUO, HIJIOTUHUO, CYHUTHHHO,

nopyTHHUO, pROOIUKITHO)

AHTI/IKOEIFyJ'ISIHTLI

Bappapua (30 Mr  OZHOKpATHO

OJHOBPEMEHHO ¢ BOpUKOHa30s10M 300

MI JBa pa3a B CYTKH) [cyOcmpam

uzogpepmenma CYP2C9]

Hpyrue IepOpaIbHbBIE
AHTHUKOATYJISTHTHI, HaTpuMep,
(heHnPOKyMOH, areHOKyMapo
[cybcmpamut usoghepmenmos

CYP2C9 u CYP344]

YBenuueHne MaKCHMaJIbHOTO
NpOTPOMOMHOBOTO BpPEMEHHU OBLIO

MpUOIU3UTENHHO B JIBa pasa.

IIpennonaraercs, Y70 BOPUKOHA30]I
MOXET YBEIUYMBATH IIIa3MEHHbBIC
KOHIEHTPAaLMd KyMapuHOB, 4YTO
MOXET IPUBOJUTH K IIOBBILIECHUIO

MPOTPOMOMHOBOTO BPEMEHHU.

Ecimm nagueHTaM, I[OJyYaromum

Ipenaparsl KyMapuHa, Ha3Ha4aoT

BOPUKOHA30JI, HEOOXOIUMO C
KOPOTKUMHU HUHTEpBaJIaMU
KOHTPOJIUPOBAThH
NpOTPOMOMHOBOE ~ BpeMs |
COOTBETCTBYIOLIM obpaszom
noAOHPAaTh JI03BI
AHTHKOATYJISTHTOB.

UsakagTop
[cyocmpam uzogpepmenma CYP3A4]

BzaumopnelictBue He H3y4alloCh,

OOHAKO BOPHUKOHA30J, BEPOATHO,

MOXET IIOBbIIIATH  IJIa3MCHHBIC

KOHIICHTpAaIuK uBakadropa, dYTO
MOJKET MPHUBOIWTH K IOBBIIICHUIO
MO0OOYHBIX

pHucKa pa3BUTHUS

peakiuii.

PeKOMGHZ[yeTC?I CHHMKCHHE N03bI

uBakadropa.

D30IHUKIOH

uzopepmenma CYP3A4]

[cybcmpam

BzaumonelictBue He H3y4yallocCh,

OJTHAKO OXKXKHIACTCA, 4To

BOPHUKOHA30J1 YBCJINYIHUBACT

IJIa3BMEHHBIC  KOHLCHTpAalIWuH n

ceZaTUBHBIN 2P PEKT I30MUKIIOHA.

PeKOMeHI[yeTCSI CHHMXKCHHEC N03bI

O30IIMKJIOHAa

Benzonuazenuuel

CornacHo JaHHBIM HE3aBUCHMOTO

AUC,_,,

HCCICOOBAHUA:
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.06.2024 N= 11489
BsaumopneiicrBue: l/l3M|.J:lé'lli'ﬂ.ﬁ_i EROBATERSHOCTE 0005)
JlekapcTBEHHOE CPEACTBO PexoMeHannu npu
(hapMaKoOKHHETHYECKHX
(MexaHHU3M B3aMMO/J el CTBHSA) OJHOBPEMEHHOM IIPHMEHEHUH
napaMmetrpos (%)

[cybcmpamei uzogpepmenma | Munasonama 1 B 3,6-pasa

CYP3A4]

Munazonam (0,05 mr/kr B/B

OJHOKpaTHasl 103a)

Munazomam (7’5 Ml OJHOKpaTHast CormnacHo JaHHBIM HE3aBUCUMOTO

71033 BHYTpPb) UCCIICIOBaHHUS:

Cmax Munazomnama 1 B 3,8-paza
AUC ) muodosanama 1 6 10,3-paza
PexomeHnnyercs oLleHUTH

Hpyrue 6eH3oana3enussl (HanpuMep, | BlanMoneiictBue He HM3y4anocsk,
1[e71ecO00Pa3HOCTh KOPPEKIUU

TpHUa3oiaM, aJpaszoiam) OJJHAKO ~ BOPHKOHA30J]  MOXET

JI03bI OEH30/IMa3EIHHOB.
BBI3BIBATh MOBBIIICHHE MIA3MEHHBIX
KOHLEHTpaluu IpYTux
06eH3011a3eNnHOB, KOTOpBIE
MeTabOoIM3UPYIOTCS IO ACHCTBUEM
n3odepmenra CYP3AA4, u

BEI3BIBATH pa3BUTHC

MNPOJOHI'MPOBAHHOI'0 CEAATUBHOI'O

s dexra.

HMmyHOCYTIpeccaHThl

[cybcmpamut usoghepmenma

CYP3A4]

Cupomnumyc (2 MT OJHOKPATHO) CornacHO JaHHBIM He3aBHCUMOTro | OIHOBpEeMEHHOE NpUMEHEeHHe
UCCIIeJOBaHMS: BOPHKOHa30Jla M  CHPOJIUMYycCa
Cmax cuponumyca 1 B 6,6 pa3 MPOTUBOIOKA3aHO (CM. paszen

AUC_., cuposumyca 1 B 11 pa3 4.3)

OBeponumyc  [makoce cybcmpam | B3anmopeiictBue He wn3ydanochk, | OmHOBpeMEHHOE NpUMEHEHHE

P-gp] OJHAKO BOPHKOHA30JI. BEPOATHO, | BOPUKOHA30JIa U 3BEPOIMMYCa HE
MOXET BBI3bIBATh 3HAYUTEIHHOE | PEKOMEH]yeTCs, IIOCKOJIBKY

MOBBIIIEHUE MJIa3MEHHBIX | OKUIAETCSA, YTO BOPUKOHA30J

KOHLEHTPaLUi 3BEPOJINMYCa. MOXET 3HAYUTEJIbHO MOBBIIIATH

IJ1a3MEHHbIE KOHIICHTpAaLIUU

aBeponmmyca (cM. pasaen 4.4).

Huknocnopux (y NALHCHTOB, | Cpax MKIOCTIOpHHA T 13 % IIpy Ha3HaueHUU BOPHKOHA30JIA
NEPEHECIINX TPAHCIUIAHTALMIO OYKH | A |yc maocnopusa 1 70 % nagueHTam, MOJIy4aIOIIUM
U HaXOIAIIUXCSI B CTaOWILHOM LUKIOCIOPHH,  PEKOMEHIyeTCs
COCTOSIHUH) YMEHBIINTH /103y LUKIOCTIOpPHHA

BABOC MW KOHTPOJUPOBATH €I0

KOHIICHTpAalui0 B IIJIa3ME€ KPOBH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.06.2024 N= 11483

— e el Pl k]

Biaumoneiicreue: uaMenenms | — - B0 TENTDALL TD UL

JlekapcTBeHHOE CPEACTBO PexoMeHaanni npu
(hapMaKoOKHHETHYECKHX
(MexaHHU3M B3aMMO/J el CTBHSA) OJHOBPEMEHHOM IIPHMEHEHUH
napaMmetrpos (%)

[oBbimenue KOHLICHTPALHH
LUKJIOCTIOPHHA ~COTIPOBOXKIAETCS
HE(POTOKCHIHOCTEIO. IMocne
OTMEHBI BOPHKOHA30J1a
HEOOXOOUMO  KOHTPOJIHMPOBATH
KOHIIGHTPALMIO IUKJIOCIOPUHA U

npu HCO6XOHI/IMOCTI/I YBCJIUYUTH

€ro 103y
Takponumyc Crnax Takpommmyca 1 117 % Ilpy Ha3HAYEHHWH BOPHKOHA30JIA
(0,1 Mr/kr OJJHOKPATHO) AUC, takposnmyca 1 221 % MaIeHTaM, IIOJTyJarOIIUM

TaKpOJIUMYC, peKOMeHIyeTCs

YMEHBIIUTh 03y MOCJIEAHETO 10
OJHOM TPEeTH M KOHTPOJIUPOBATH
€ro KOHLEHTPAlHI0O B IUIa3Me
KpOBH.

[ToBslmenue KOHIICHTpAIIH
TaKpoJIMMycCa  COINPOBOXKIACTCS
HE(QPOTOKCHYHOCTEIO. IMTocme
OTMEHBI BOPHKOHA30J1a
HEoOXO0IUMO KOHTPOJIMPOBATH
KOHLCHTPAIMIO TaKpoJIUMyca |

Ipyu HEOOXOIUMOCTH YBEIHYHUTH

€ro J103y.
JiirenbHO  JEHCTBYIOIME OIMATHI
[cybcmpamut usoghepmenma
CYP3A4]
OxcunioH (10 Mr 0THOKPATHO) CornacHo JaHHBIM He3aBucuUMOro | Cienyer OLEHUTh BO3MOXKHOCTD
HCCIIeIOBAHUS: CHW)KCHHS JI03bI OKCHJIOHA |
Cmax okcugona 1 B 1,7 pas JpYTUX JUIMTENBHO AEHCTBYIOLIUX
AUCo, okcuaoHa 1 B 3,6 pa3 OIHATOB, MeTabOoTU3UPYEMBIX
n30(EepPMEHTOM CYP3A4

(HammpuMep, THAPOKOIOHA).

MoskeT TOHaTOOUTHCS KOHTPOJIb
COCTOSIHHUS nalyeHTa c
KOPOTKMMH  HMHTEpBaJlaMH  Ha
TpeaMeT pa3BHUTHS
HE>KeJlaTeIbHBIX peakuuii,

CBsI3aHHBIX C OITHaTaMu.
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TEBETCTEYET ZKCNEPTHOMY OTYETY
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el Pl k]

JIeKapCTBeHHOC CpeacTBo

(MexaHU3M B3aUMO/eiCTBUS)

B3aumoaeiicresue: nzMeHenmns | —

—m
4

ul

OBATENBROCTE 0005)

(hapMaKoOKHHETHYECKHX

napaMmetrpos (%)

FEeKoMeH1alluM IpHu

OAHOBPEMEHHOM IMIPUMEHCHUH

Meranox
(32—100 Mmr oauH pa3 B CyTKH)

[cyocmpam uzopepmenma CYP3A4]

Crnax R-meramona  (aKTUBHOTO
Metabomnmra) T 31 %
AUC; R-meramoHa (akTHBHOTO

Metabomnmra) T 47 %
Cmax S-metanona T 65 %

AUC; S-metamona T 103 %

IloBbIICHHE KOHIICHTpalu
MCTaa0oHa B iasmMe KpOBHU
TIpUBOAUT K TIPOSBJICHUIO

TOKCHYECKHX IPPEKTOB, BKIIOUAS

QT.

PexoMeHyeTcs 4acThlil KOHTPOJIb

yIUIMHEHHE  WHTEpBaia
COCTOSIHUS TIALIUEHTa Ha NpeaMeT
pa3BUTHA HeXXeJaTeIbHbIX
peakiii ¥ TOKCHUYHOCTH (B TOM
yycie yanuHenue uarepsana QT),
CBSI3aHHBIX c METaZOHOM.
Bo3smoxxHo, MOHAJI00HUTCS

CHMKXCHHUE JO3bI ME€TAaJO0HA.

Hecrepounnsie
MIPOTUBOBOCTIATIUTENILHBIE TIpenapaThl

(HIIBII)

[NanreHTOB cnemyeT HaOIIOAATE C
LEILI0 BBISIBIEHHUS BO3MOYKHBIX

TOKCHUeCKHX 3((DeKToB U TpH

[cybcmpamer usoghepmenma HEO0OXOIMMOCTH KOPPEKTUPOBATH
CYP2C9] mo3s1 HITBII.

U6ynpoden Cmax S-ubymnpodena 1 20 %

(400 mr oxpokparHo) AUCq o, S-ubynpodena 1 100 %

Huxnopenax Cmax nuknodenaxa 1 114 %

(50 mr oHoKparto) AUC . muxnodenaxa 1 78 %

Owmernpazon Cmax oMenipazona 1 116 % Koppexmust 10361 BOpUKOHA30J1a
(40 mr omum pas B cyrkn) * | AyC, omernpazona T 280 % He Tpedyeres

[uneubumop usoghepmenma Conax BopHKOHazona 1 15 % Hpu Havane nmpuema
CYP2CI9; cybempam BOPHUKOHA30J1a Y MAIUEHTOB, ykKe

usogpepmernmog CYP2C19 u CYP3A4]

AUC, Bopukonasona 1 41 %

Bopuxonason TaKxKe MOXET

yrHEeTaTh JieiicTBHE JPYTUX
MHTUOUTOPOB IPOTOHHOW MOMIIBI,
KOTOpBIE SIBISIFOTCSL  cyOCTparamu
mzodpepmenra  CYP2C19, uro
MOJKET MPHUBOIWTH K ITOBBIIICHUIO
IUTa3MEHHBIX KOHIICHTPAIUI 3THX

JICKapCTBEHHBIX CPEACTB.

MTOJTYYarOIIHNX TEparuio
omemnpasoioM B jo3ax 40 Mr win
BBIIIC, PEKOMCHAYETCA CHUIKCHUE

J03bI OME€IIpa30oJjia B Ba pasa.

ITepopanbHble  KOHTpamenTUBBl  *

[cybcmpamut usogpepmenma

Cmax aTHHMIDCTpaanona T 36 %

AUC; stuammerpaanona 161 %

Pexomenpnyercs KOHTPOJIb
COCTOSIHUS IIAallMEHTa Ha IPEeIMET

pa3BUTHA HECXKCJIAaTCIbHBIX
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.06.2024 N= 11489
TaFalale lad = Fala TR Jod o TENE S FaL ST T
BsaumoneiictBue: mameenns ' —- =0 TEHETLL TO UULS]
JlekapcTBEHHOE CPEACTBO PexoMeHannu npu
(hapMaKoOKHHETHYECKHX
(MexaHHM3M B3anMo/eiicTBHS) OHOBPeMEeHHOM NMPHUMEHEHNH
napaMmetrpos (%)
CYP3A44; uHUOUMOPHl | Crax HOpOTHCTEpoHA T 15 % peakuui, CBSI3aHHBIX c
uzogpepmenma CYP2C19 MPUMEHEHUEM MepopasIbHBIX
pep. 7 AUC; HOpaTuctepona 1 53 % P pop
HopaTtrcTepoH/3THHUITICTPaIHOI KOHTPAIICTITUBOB u
Cmax BopukoHazona T 14 %
(1 mMr/0,35 Mr onuH pa3 B CyTKH) BOpPHKOHA301a.
AUC; Bopuxonazona 1 46 %

Hapkotuueckue aHaJIbIeTUKN Crnenyer OUEHUTH BO3MOXKHOCTB
KOpPOTKOTO JIeHCTBUS CHI)KEHHs J03bl ajdeHTaHuIa,
[cybcmpamer usoghepmenma (enTaHMITA u JIPYTUX
CYP3A4] HAapKOTHYECKUX  aHAJIBI€TUKOB
Andenranun CoracHO JaHHBIM HE3aBHCHMOIO | KOPOTKOTO ICHCTBHS, MMEIOIINX
(OI[HOKpaTHaﬂ no3a 20 MKI/Kr ¢ | HCCIICOOBAaHUA: CXOXYIO C aJ'I(I)CHTaHI/IJ'IOM
OHOBPEMCHHBIM NpPUMeHEHHEM AUCo, antenranuna 1 B 6 pas. XUMHUYECKYI0  CTPYKTYpy |
HAJIOKCOHA) MeTaboIU3UPYEeMbIX
deHTaHUIT CornacHO JaHHBIM HE3aBUCHMOTO u3ohepMeHTOM CYP3A4

. Harpume cydenranuia).
(omHOKpaTHas 103a 5 MKI/KT) UCCIICIOBAHMU: (nanpumep, v )

AUCo.., derrarmma 1 B 1,34 pasa [auueHTsl JOJKHBI HAXOIUTHCS
MO TOCTOSIHHBIM HAaOJII0JICHHEM
IUIsL IPENOTBPALICHHsT YTHETCHUS
(GYHKIMM IBIXaHUS WM JOPYTHX
MOOOYHBIX I(PPEKTOB, CBSI3AHHBIX
C  TpPHEMOM  HApPKOTHYECKHX
AHaJIbI€TUKOB KOpPOTKOTO

JeUCTBUS, U TP HEOOXOAUMOCTH

HUX 1034 J0JIKHA OBITH CHIJKEHA.

CraTHHBI (HaanMep, J'IOBaCTaTI/IH) B3aHMO,HCI>iCTBPIC HC H3YyYaJloChb, Ecimm HCBO3MO>KHO n30€eKaTh

[cyocmpamur uzogepmenma | ONHAKO, BEPOSTHO, BOPHKOHA30JI | OJHOBPEMEHHOTO  IIPUMEHEHHS
CYP344] MOXXET YBEJIMYMBATh IUIa3MEHHbIE | BOPUKOHa30jJa WU CTaTUHOB,
KOHLICHTPAIINA CTATHHOB, KOTOPHIE | KOTOPHIE METabOJIN3UPYIOTCS

MeTabomm3upyTes u3opepmentom | modepmentom CYP3 A4, ciemyer
CYP3A4 u MoOXeT TPUBOANTH K | OIEHHUTH BO3MOKHOCTH CHIDKEHUS

padIoMHUOIH3Y. JI03bI CTATHHA.

[MpousBosHble CynbhOHWIMOYEBUHBI | B3aumonelicTBue He H3y4anocsh,

(HanpuMep, TONOyTaMMI, TJIMIHU3HJI, | OJHAKO, BEPOSITHO, BOPUKOHA30J]

Heobxoaumo TIIATEIHHO
rIIMOeHKIIaMUT) MOXET yBEIMYMBATh IIIa3MEHHBIE

KOHTPOJIUPOBATh KOHLIEHTPALHIO
[cybcmpamoi uzogepmenma | KOHIEHTPALUU MIPOU3BOIHBIX

TIIIOKO3BI B TIa3Me KPOBH.
CYP2C9] CyIb()OHWIMOYEBUHBI W SIBIISATHCS

HquHHOﬁ THITIOTJIMKCMHH.
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JIeKapCTBeHHOC CpeacTBo

(MexaHU3M B3aUMO/eiCTBUS)

B3aumoaeiicresue: nzMeHenmns | —

ROBATENBROCTE 000

i

(hapMaKoOKHHETHYECKHX

napaMmetrpos (%)

FEeKoMeH1alluM IpHu

OAHOBPEMEHHOM IMIPUMEHCHUH

Aunkanoupl OapBUHKa

BOpI/IKOHa3OH MOXCT IIOBBIIIATH

(Hanpumep, BUHKPUCTUH U | colepikaHHe aJKaJouaoB OapBuHKa | Pexomenmyercs OLICHUTH
BUHOJIACTHH) (BUHKpPHCTMHA ¥ BHMHOJACTHHA) B | L€JIECOOOPAa3HOCTh  KOPPEKLUH
[cybcmpambi usogpepmenma | maasMe  KpPOBH W BBI3BIBATH | JO3BI AIKAJIOMIOB OApBUHKA.
CYP3A4] HEHPOTOKCHYHOCTb.
Hpyrue uarndutops! npoteassl (UI1) | UccrnenoBanus in vitro | Pekomenmyercs TIIATETbHBINA
BUY  (mampumep,  CaKkBHHABHp, | CBUAETEIBCTBYIOT O TOM, YTO | KOHTPOJb COCTOSIHMS ITAIINEHTA HA
amIipeHaBHp U HenduHaBup) * BOPHKOHA30JI MOXKET UHI'MOMPOBATh | MpeIMeT  Pa3BUTHA  JIOOBIX
[uneubumopur u cybcmpamol | MeTabONIN3M WHTUOUTOPOB | MPOSBICHUH JIEKapCTBEHHOU
uzogpepmenma CYP3A4] mporeazsl BHY:  cakBuHaBUpA, | TOKCUYHOCTH W/

amIpeHaBupa W HelpuHaBHpa. B | HEZOCTaTOUYHOCTH JIEUCTBHUS.

CBOIO  OYepenb, uHruouTOpH! | Bo3MoikHO, MOHAJI00HUTCS

nporeassl BUY Moryr monmaBnsTh | KOPpPEKIHMS 03I IPENapaToB.

MeTaboJIN3M BOPHKOHA301a.
Hpyrue HeHykJeo3uanble | MccnenoBanus in Vitro mokasamu, | Pexomennmyercs TIIATEIbHBINA
UHTUOUTOPBI o0OpaTHOH | 4TO MeTaboJNM3M BOPUKOHA30ja | KOHTPOJIb COCTOSHUS MAallMeHTa Ha
TPaHCKPUIITAa3bl (HHHMOT) | MoxxeT yrHeraThCsl MOJ JEHCTBHEM | MpenMeT pa3BuUTH
(mampumep, nenasupaut, HeBupanvut) | HHUOT, a BopukoHa3od B CBOIO | JIEKapCTBEHHOM TOKCUYHOCTHU
* odepeb MOXET yTHETaTh | W/WJIH HEJI0CTaTOYHOCTHU
[uneubumoper  unu  undyxmopwr | meradbommzm HHUOT. JEHCTBUSL. Bo3moxHo,
yumoxpoma Piso u cybcmpamur | Ha OCHOBaHMM  TOJNYYEHHBIX | MOTPEOyETCST KOPPEKIHUS 103l
usogpepmenma CYP3A4] pe3ybTaToB HCCIIEIOBAaHUS | MpenapaToB.

s dexra a¢aBupeH3a Ha

BOPUKOHA30JI MOJKHO

npeanonoxuts, 4to HHUOT moryT

YCHJIUBATh MeTaboIu3M
BOPUKOHA30J14.
TpeTHHOUH BiaumMopeiicTBie He H3y4anoch, | PekoMeHayeTcs KOPpeKIHs O3B
[eyocmpam uzogpepmenmaCYP3A4] OTHAKO,  BOPHKOHA30]l  MOXET | TPETHMHOWHA BO BpeMs JICUCHHS
HOBBIIIATh KOHILICHTPALlMM | BOPHKOHA30JIOM M TOCIE ero

TPETUHOMHA W TMOBBIIATH PUCK

pa3BUTHA  TOOOYHBIX  peaKuuit
(MnuomaTHYeCKON BHYTpHUIEPETHOM

THIIEPTEH3UH, THITEPKATBIIEMHUH).

OTMCHBI.

Humeruana

(400 mr n1Ba pasa B CyTKN)
[necneyuguuecku uHeubupyem
yumoxpom Paso u nogviuaem yposens

PpH sicenyoounoco coxal

Cmax BopukoHazona T 18 %

AUC; Bopukonazona 1 23 %

Koppexkuust 1o3s1 He TpeOyeTcs.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.06.2024 N= 11483

; G NEROBATERBHOCTE0005)
BsanmozeiicrBue: maménenms ' — - =" e B WY
JlekapcTBeHHOE CPEACTBO PexoMeHaanni npu
(hapMaKoOKHHETHYECKHX
(MexaHHM3M B3anMo/eiicTBHS) OHOBPeMEeHHOM NMPHUMEHEHNH
napaMmetrpos (%)
Jurokcun Cax TUTOKCHHA <>
(0,25 Mr onuH pa3 B CYyTKH) AUC; nuroxcuna <> Koppexkuust 1o3s1 He TpeOyeTcs.

[cybcmpam P-enuxonpomeunal

WNupunasup Cmax MHIUHABHpPA <>

(800 mr Tpu paza B cyrku) | AUC: naauHaBupa <
Koppexuust 10351 He TpeOyeTcs.

[uneubumop u cybcmpam Crmax BOPUKOHAa30J1a <>

uzogpepmenma CYP3A4] AUC; BoprKkoHazona <>

AHTHONOTHKH TPYIITE MAaKPOJIHJIOB
OPUTPOMUIIIH Cmax 1 AUC; BoprkoHazoma <>
(1 r nBa pa3a B cyTKn)

[uneubumop uzogpepmenma CYP3A4]
Koppexkmust 1o3s1 He TpeOyeTcs.
A3zuTpOMHULIH Cmax 1 AUC; BopuKkoHazona <>

(500 Mr ouH pa3 B CyTKH) Bnusnue BOPHMKOHA30]1a Ha

MeTaboIH3M SpUTpOMHIIMHA WA

A3UTPOMUIIMHA HEU3BCCTHO.

MuxodeHoI0BasT KUCIIOTa Crmax MIUKO(]EHOJIOBOI KHCIOTHI <>

(1 r onHOKpaTHO) AUC; Muko(heHOJIOBO# KUCIIOTHI <>
Koppexkuwust 10361 He TpeOyeTcst.
[cybempam ypuoun-5° - ougpocpam-

2NIOKYPOHUNMpPAncpepasvl]

Koptuxoctepoust Cmax IpeaHn3osona 1 11 % Koppekiwst 10361 HE TpeOyeTcs.
IpemHn30I0H AUCo.... ipetamsosona 1 34 % MarienTs!, TOJTy JaroIIne
(60 Mr ogHOKpATHO) JUTUTENbHOE JIeYEeHUE
[cybempam uzopepmenma CYP3A4] BOPHKOHA30JIOM u

KOPTHKOCTEpOUIaMH  (BKIIFOUast
UHTAJISIIIHOHHBIC

KOPTHKOCTEPOU/IBI, HaTpUMep
OyJIeCOHU]T), AOJKHBI HAXOTUTHCS
1OJ] TIIATEIbHBIM HAOJIOICHUEM
HAa MPeMET HapyIIeHUs (PyHKIIUH
KOpbl HAJMOYCYHHKOB KaK BO
BpeMsi JICUCHHMS, TaK M IOCIe
MPEeKpaIICHUS MIPUMEHCHHUS

BOpHKOHA307a (cM. paznen 4.4).

Panutuann Cmax 1 AUC, BoprkoHazoa <> Koppexmwst 10361 HE TpeOyeTcsI.
(150 mr nBa pa3a B CyTKH)

[nosviwaem pH scenyoounoco coxal
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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dapMakOKMHETHYECKUI ITapaMeTp, ocHOoBaHHBIM Ha 90 %Iﬂﬁggﬁ;&ﬁgﬁ%ﬁéhi{é 'gggﬁﬁero
p p P,

F€OMETPUUYECKOr0 3HAYEHUs, HAXOAUTCA BHYTpU (<), Bbime (1) win Huxe (|) uUHTEpBaia
80 %—125 %.

*BzanMHOe BO3IEHCTBHE.

AUC,, AUC;, AUCo.» - mmomiaib moja KpUBOH «KOHIICHTPALHUSI-BPEMs» B TIEPHOJT TO3UPOBAHMSI,
OT MOMEHTA BBEJCHHUS IpernapaTta J0 BUAMNMON KOHIICHTPAIMU B IUIa3Me KPOBH, OT MOMEHTA

BBCICHUA IIpCIiapara 10 6GCKOHe‘IHOCTI/I, COOTBCTCTBCHHO.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

bepemenHoCTh

JocTarounoii nHpOpMaKMK 0 TPUMEHEHUH BOPHUKOHA30J1a Y OEPEeMEHHBIX JKEHIIUH HET.

B wuccnenoBaHMsAX Ha JKUBOTHBIX YCTAHOBJIEHO, YTO BOPHMKOHA30Jl OKa3bIBAa€T TOKCHYECKOE
JeiicTBUE Ha PEeNPOAYKTUBHYIO (QyHKIIHIO. BO3MOXKHBIN pUCK AJIs UeIOBEKa HE U3BECTEH.
[Tpenapat Bopukonason IICK He cienyeT npuMeHATh y OEpEMEHHBIX KEHIIHUH 3a UCKIIOUEHUEM
TeX CIy4yaeB, KOrJa O)KHJaeMas IOJb3a Uil MaTepu SBHO MPEBBIIIAET BO3MOXKHBIM PUCK IS
10/a.

JKeHnmuHbl penpoAyKTHBHOIO BO3pacTa IpW IpuMeHeHunu npenapara Bopukonaszon IICK,
JIOJIKHBI UCIIOJIb30BaTh HA/I€KHBIE METO bl KOHTPALICTILINH.

Jlakranys

BriBeieHre BopuKkoHa30:1a ¢ rpyAHBIM MOJIOKOM He u3ydanoch. Ha nepuon edenus npenapatom

Bopuxonason IICK rpyaHoe BCkapMIIMBaHHE CIIEYET IPEKPATUTD.

4.7. Biausinde Ha CNOCOOHOCTH YHPABJIATHL TPAHCIOPTHBIMHM CpeICTBAMH U padoTaTh ¢
MeXaHNU3MaMH

[Tpemapat Bopukonazon I[ICK moxeT BbI3BaTh MpexoAsiue U 0OpaTUMbIe HAPYIICHUS 3pEHUs,
BKJIFOYAasT BO3HUKHOBEHHUE «IICJICHB» TMepe] TJa3aMH, HapyIICHHE/yCUJIEHUE 3pPUTEITHHOTO
BOCTIpUATHA U/Uiau Gortododuto. [Ipu HaTUYMKM TaKMX CUMIITOMOB TMAIlUEHTHI JOJDKHBI U30eraTh
BBINIOJIHEHMS MOTEHIMAJIbHO OMACHBIX JEMCTBUH, B YAaCTHOCTH, YIPABJIECHUS TPAHCIOPTHBIMU
CpencTBaMU WIIM UCIIOJIb30BaHUs CI0KHOM TeXHUKU. [Ipu nmpueme npenapata Bopukonazon [ICK

INalnMUEHTHI HE JOJIXKHBI BOOIUTH aBTOMOOMJIb 0 HOYAM.

4.8. HexxesnaTesibHbIE peaKIUU

Pesrome npoduiist 0esonacHoCTH

HaHHLIe 0 0e30macHOCTH BOPHKOHA30J1a OCHOBAHbI HAa PE3yJibTaTaX HCCICIOBAHUA Oosee yeM

2000 uyenoBek (1655 manueHTOB, MPUMEHSIOIIMX BOPUKOHA30J B JIeUeOHBIX LeNsix u 279 ¢
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.06.2024 N= 11485

MPOPUITAKTUYECKON II€JIbI0), TPEICTABICHHB] rewp@%&g%%gﬂyéﬁl ':(lngﬁ'i/félgllrlgl' co

3]I0KQUYeCTBEHHBIMH  HOBOOOpa3oBaHUsIMH KpoBH, BWY-uHpUIMpOBaHHBIE MalMEHTHl C
KaHAMJI030M TMHIIEBOAA M pedpakTepHbIMU T'PUOKOBHIMH WHQEKIUSAMH, IalUeHTH 0e3
HEUTPOIIEHNH ¢ KaHAUJEMHUEeH UM acepriilIe30M, a TAKXKe 3J0pOBbIe JOOPOBOJIBIIbI).
HauOonee pacrnpoCTpaHEHHBIMM HEXENATENbHBIMU DPEAKLUAMHU SBISAIOTCS HapyLIEHUs CO
CTOPOHBI OpraHa 3peHHsl, OTKJIOHEHHE OT HOPMBI Pe3yJIbTaTOB (PYHKINOHAIBHBIX P00 MEeUeHH,
JMXOpaJiKa, ChIllb, PBOTA, TOUIHOTA, AMApes, TOJOBHAA O0Jb, MepudepudecKue OTeKH, 00Ib B
KHUBOTE U YTHETCHUE JIbIXaHMSL.

HexxenarenbHple peakuuu OOBIYHO OBUIM JIETKO WJIM YMEPEHHO BbIpakeHbl. KimHuuecku
3HAYMMOH 3aBUCHUMOCTHU O€30IIaCHOCTH BOPHUKOHA3071a OT BO3PACTa, PAChl HJIH M10J1a HE BBISBICHO.

Tabauunoe PE3IOME HEXKENATCIbHBIX PEaKIIU

HexenarenbHbie JIGKAPCTBEHHBIC PEaKIUM IMPUBEIACHBI B COOTBETCTBHH C KiacCH(HKaIMen
opranoB u cucreM MedDRA wu mepeuuciieHsl mo vactore. Yactora pa3BUTHSI HEXKEITATEIbHBIX
peaKkuuii OIIEHUBACTCS CICTYIOIUM 00pa3oM: odeHb dacTo (> 1/10); gacro (ot >1/100 mo <1/10);
Hewacto (or >1/1000 mo < 1/100); peaxo (ot >1/10 000 mo < 1/1000); odeHp penko
(or < 1/10 000); wyactota Heu3BecTHa (IO HMEIOMIMMCS JaHHBIM YCTAHOBHTH YacTOTY

BO3HHKHOBCHUSA HC IIPCACTABIIAACTCA BOSMO)KHLIM).

Ta6auna 4.
CucTreMHO-OprasHblii Kjace Yacrora HexenarenbHnas peakuusi
Hnpexyuu u unsazuu Yacto CuHyCHUT, FaCTPOIHTEPUT, THHTUBUT
Heuacro I1ceBnoMeMOpaHO3HBIH KOJHT, TUM(AHTUT, TIEPUTOHHUT
Hobpoxauecmesennvie,
370KaAYecneeHHble u
Yacrora
HeymouHeHHble IT1OCKOKIIETOUHBIN paK KOXKH
HEHM3BECTHA
H08006pa306aHUs (sxniouas
KUCMbl U ROJUNbL)
Hapywenus co cmopouvi kpoeu Arpanynonuro3 (BkIrouas HeHTponeHuiro u (heOpuibHYIO
U aUM@amuueckol cucmemol Yacto HEWTPOIICHHIO), TIAHIIUTOIICHNSI, TPOMOOIIMTONICHUS (BKJIIOYAsI

MMMYHHYIO TPOMOOIIMTOIIEHHYECKYIO ITyPITypy ), aHEMUS

I[enpeccnﬂ KOCTHOI'o mMoa3ra, HeﬁKOHeHHfI, J'II/IM(I)a,Z[CHOHaTI/Iﬂ,
Heuacro 303I/IHO(1)I/IJ'H/IH, CUHAPOM JAUCCEMUHUPOBAHHOTO

BHYTPHUCOCYAUCTOIO CBEPTHIBAHUS

Hapywenuss  co  cmoponwr | Hewacto ANneprudecKue peakuun

UMMYHHOU cucmeMmbl Penko AHapUIaKTONIHBIE PEAKIINU

OHOoKpuHHble HapyuleHus Heuacro HenocTtarouyHoCTh KOPBI HAANOYEYHHKOB, THIIOTHPEO3
Penko lMuneprupeos

Ouens yacto | Ilepudeprueckue orekn
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MOCTPETUCTPALITUOHHBIX I/ICCHGILOBaHI/IHX)

Ilcuxuueckue HapyuteHus

Yacto

FaJ'IJ'IIOHI/IHaHI/II/I, Acnpeccusd, TpeBora, 66CCOHHI/IL[3., aXurauus,

CITYTAHHOCTb CO3HAHUS

Hapywenus  co  cmoponul

H€p6H01/7 cucmembol

OueHpb 4acTo

T'onosHas 600ab

Cunkona, Tpemop, napecresus, COHJIUBOCTb,
Yacro

TOJIOBOKPYKEHHE, CYyJOPOTH, HUCTarM

Otéx TOJIOBHOT'O Mo3ra, sHIedaronarus,

SKTpanupaMHuaTbHOE  pPAacCTPOWCTBO,  MepHpepruuecKast
Heuacto

HEWpOmaTHs, aTaKkCus, TUIECTE3Ws, NUCTEB3Ms (HapyIICHHE

BKYCOBOTO BOCTIPHSITHS)
Penko [egenounas »unedanonarus, cuaapom [ nenna-bappe

Hapywenus co cmoponwi opeana

3penus

OueHp 4acTo

Hapyurenne co cTopoHBI oprana 3peHdst (B TOM YHCIE
dhotodobdus,

XJIOpOIICHd, XpOMarToIiCus, CBCTO6OH3HL, OBETOBAA CJICIIOTA,

HEYETKOCTb 3PEHHMs, 3aTYMaHEHHOE 3pEHHUE,
LUAHOIICHs, HAJIMUUE B I10JIE 3PEHHUS PaJyKHBIX KPYTOB BOKPYT
HCTOYHHMKOB CBETA, HOUHAS CIIETIOTa, OCIIIUIONCHS, (DOTOTICHS,
MepuareiabHas CKOTOMA, CHMJKEHHUE OCTPOTBI  3PEHHA,
3pUTENbHAs APKOCTh, AE(EKT IOJICH 3peHHs, IUIaBarolIre

NOMYTHCHHA CTCKIIOBUIHOI'O TCJIa U KC&HTOHCI/IH)

Yacto KpoBomsnusaue B ceTyaTyio 000JI0UKY TIa3a
HeBpuT 3pHUTENHLHOTO HEpBa, OTEK COCKA 3PUTEIHLHOTO HEpBa,
Heuyacto
OKYJIOTHUPHBIH KpH3, CKIEPUT, TUILIONHS, Onedaput
Penko ATtpodusi 3pUTENBEHOTO HEPBa, TOMYTHEHUE POTOBHUIIBI
Hapywenus co cmoponsi opeana
Heuacro Bepturo, rumnoaxysus, IryM B yIiax
cnyxa u 1abupunma
Hapywenus co cmoponwt cepoya | Yacto HamxenymoukoBast apuTMust, TaXuKapausi, Opaaukapus
OUOPHILIALKS HKETYTOUKOB, JKEIYJOUKOBasi SKCTPACUCTOIHS,
Heuacto
JKEITy TOYKOBAs TAXUKAPAWS, HAJDKEITYI0UKOBAs TaXUKAPIHS
ApHUTMUS TIO TUITY «IHAPYIT», TOJHAS aTPUOBEHTPUKYIISPHAS
Penxo
Omokana, OI0Kaa HOXKKH Iydka ['mca, y3:10BbIe apUTMHH
Hapywenus  co  cmoponwur | Hacrto ApTepuanbHas THIIOTCH3Us, QIeOuT
cocy0os Hewacro TpombGodnedur
Hapywenus  co  cmoponwst | OueHb 9acTo | YTHETCHHUE BIXaHUS
ovixamenbHol cucmembl,
opeanog epyoHou kiemku u | Hacto OTeK JIErkHX, OCTPBIN PeCIPATOPHbIH AUCTPECC-CHHIPOM

cpedocmenust

JKenyoouno-kuuieunvie

Hapyulenus

OueHp 9acTo

TomHoTa, pBOTA, TUApEs, OO B )KUBOTE

Yacto

XeWnur, AUCTIENCHs, 3a1op

Heuacto

JyoneHurt, rioccuT, NaHKPeaTUuT, OTEK A3bIKa
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Hapywenus co cmoponvl neuenu OTK/JOHCHHsS  OT 'Ht)pUFBH ‘pByHE,FaJTUE d)'YHJ(IJ'II/IOFI‘aTIB'HLIX
U JHCenuesblo0AUUX Nymell MEYEHOYHBIX TECTOB (moBeIIEHNE aKTUBHOCTH
OueHpb yacTo | acmapraraMHHOTpaHcdepasbl,  alaHHHAMHHOTpaHcdepasbl,

menouHoit  docarazpl,  ramma-TIrOTaMHITpaHC(epasbl,

JIaKTaTIeTUIPOTeHAa3bl, THIEPOMITUPY OHEMHS )

Yacto )KeJ'ITyXﬁ, XOJIeCTaTU4YeCKas KEJITyXa, renaTut

XOJEIICTUT, XOJIENUTHA3, YBEITUUEHNE MeUeHH, TIeUYeHOTHAs
Heuacto
HEIOCTAaTOYHOCTH

Hapywenua co cmoponwl kodxcu | Odenp qacto | CeIllb

U NOOKOJNCHBIX MKAHEL OkconmaTHBHEI IEPMATHT, aNONENWs, KOXHBIA 3V,
Yacto
MaKyJIoTnamnyJje3Has ChIb, SpATeMa

Cunppom  CrueHca-/I>xoHCOHA, (hoToceHCcHOMIM3aNNs,
KpalnMBHHUIA,  9K3eMa, TOKCHYECKHH  DMHICPMAIIbHBINA
Heuacto HEKpOJIM3, AaHIMOHEBPOTHYECKUH OTEeK, MyJIbTHMOpGHAs
spuUTeMa, IICOpUa3, aUICPTUYECKUH JCPMATUT, MypIypa,

rnamyJji€3Has Cblllb, MaKyJidpHas CbIIlb

Penxo IceBnonopgupusi, cToiKas IeKapCTBEHHAs SpUTEMa
Koxnass  ¢gopma  cuUCTeMHOW  KpacHOW  BOIJYAaHKH,
Yacrora
JICKapCTBCHHAs] PEAaKIUsl C HO3MHOPHINEH W CHCTEMHBIMH
HEH3BECTHA
CHUMITTOMaMH
Hapywenus  co cmoponwl | Hacto Bonb B crinHe
MblUeyH O, ckenemmoti  u | Hewacrto ApTtpur
COeOUHUMeNbHOU MKaHU YacToTa
[TepuocTtur
HEHU3BEeCTHA
Hapywenus co cmoponsr nouex | HYacrto OcTpas noueqHasi HeJOCTaTOYHOCTh, FeMaTypHus
U MO4€BbIGOOAUWUX Nymell Heuacto Hexkpo3 no4yeyHbIx KaHabIIEB, IPOTEUHYPUsl, HEPPUT

Obwue napywenus u peaxyuu 6 | Odenp yacto | Jluxopasaka

Mecme 66e0eHuUs O3HO0, acteHusi, 60JIb B I'PYJHOH KJIETKE, IPHUIIONOA00HOE
Yacto 3a0o0JeBaHMe, OTEK JIMILA (BKIIOYas MEPHOPOUTAIBHBIN OTEK,

OTEK T'y0 U OTEK pTa)

Heuacro Peaxnusi/BocniasieHne Ha MECTE MHBEKIIUH
JlabopamopHnvie u | Yacro [ToBeIIEHNE KOHIIEHTPAIIMY KPEaTHHHHA B KPOBH
UHCMPYMEHMANbHble OaHHbLE Ynanunenne wuHTepBana QT Ha  anekTpokapauorpaMmme,
Heuacro MOBBIIIEHNE KOHLEHTPAIIMA MOYEBHHBI B KPOBH, IIOBBIIICHHE

KOHIICHTPpAIUN XOJIECTCpHHA B KPOBU

eTu
bruto ycraHoBiI€HO, YTO HeXenarenbHble AP(GEeKThl BOPUKOHA30J1a y JIeTeil B Bo3pacTe oT 2 /10
12 neT aHanmOTWYHBI TAKOBBIM Yy B3pOCHBIX. Y jaeTed Habmoganack Oojiee BBICOKAs 4acTOTa

MNOBBIIICHHUA  AKTHUBHOCTH  IICYCHOYHBIX (bCpMCHTOB . B X0AC  MOCTPCTUCTPALMOHHBIX
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HCCICA0BaHUN BBISBICHO Pa3BUTHUC MMAHKPEATUTA Y HeTéE I%é&)%gé:iﬁéﬁgl%&tﬁiaﬁ&ﬁ%f;%%M, a

TaKxe 0oJiee 4acToe BO3HMKHOBEHUE KOJKHBIX peaKHHﬁ.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno coo01math 0 1o/103peBaeMbIX HEXKeNaTeIbHBIX PEAaKIUAX IOCIIE PETUCTPAlMY IIpernapara ¢
HeNbl0  0OecreyeHHs]  HENPEephIBHOTO ~ MOHUTOPUHIA  COOTHOIICHMSI  «I10JIb3a—PUCK)
JICKapCTBEHHOTO Mpernapara. MeIuuHCKIM pa0OTHUKAM PEKOMEHAYeTCs COOOIIaTh O JIHOOBIX
[I0/I03PEBAEMBIX HEXKENIATEIbHBIX PEAKLUMSIX JIEKAPCTBEHHOr'O Ipenapara 4yepe3 HallMOHaJIbHbIE
COOOILIEHUsI O HEXEJIaTeIbHBIX PEaKUUAX TroCyJapCTB-4wieHOB EBpa3uiickoro 3KOHOMHYECKOTO
COH03a.

Poccuiickaa ®eoepayus

DdenepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpaneHus: Poccuiickoii @enepanym
(Poc3apaBHanzop)

109012, MockBa, CnaBsHCKas IUI01ab, 1. 4, cTp. 1

Temedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiir: https://www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

VII «LleHTp 3KCIepTU3 U UCIIBITAHUMI B 3PaBOOXPAHCHUN

220037, r. Munck, ToBapurieckuii niep., 2a

Tenedon ornena papmakonanzopa: + 375 (17) 242 00 29

dakc: + 375 (17) 242 00 29

Onekrponnas moura: rcpl@rceth.by, rceth@rceth.by

Caiit: http://www.rceth.by

Pecnybnuxa Kazaxcman

PI'TI na IIXB «HaunonaneHslii LIeHTp 3KCIIEpTU3BI JIEKAPCTBEHHBIX CPEICTB U MEAULIMHCKUX
uznenuit» Komurera MeauHCKoro U papMaleBTUYecKoro KOHTposis MuHUCTepcTBa
3apaBooxpanenust Pecnybnuku Kazaxcran

010000, paiion baiikonslp, r. AcraHa, yin. A. Imanosa, a. 13, BLI «Hypcayzer 2»

Tenedon: +7 (7172) 235-135

Dnextponnas moyra: farm@dari.kz

Caiit: http://www.ndda.kz

Kuipevizckaa Pecnybauka

JenapTamMeHT JieKapCTBEHHBIX CPEACTB M MEIULIMHCKUX U3JeIuil mpu MUHHUCTEPCTBE
3npaBooxpanenust Keipreizckoit Pecriyonuku

720044, Yyiickas obnacts, T. bumkexk, yiu. 3-s Jluaus, 25
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Tenedon: +996 (312) 21-92-86 (NOCTEAOBATENBHOCTE 0005)

Onexrponnas noyra: dismi@pharm.kg

Caiit: http://www.pharm.kg

Pecnyonuxa Apmernus

I'HKO «lleHTp sKCnepTU3bl JEKAPCTB U MEAUIIUHCKUX TEXHOJIOTHUI»
0051, r. EpeBan, nip. Komuraca 49/5

Tenedonsr: (+374 10) 20-05-05, (+374 96) 22-05-05

DnekTpoHHas rmoyra: vigilance@pharm.am

Caiit: http://pharm.am

4.9. Ilepeno3npoBka

CuMOTOMBI

N3BecTHO 0 TPEX Cilydasx cily4yailHON nmepeo3upOBKY BOPUKOHA30J0M. Bee ynoMsaHyThIe citydan
NPOM30IILIN Y JeTel, KOTOPHIM BHYTPHBEHHO ObLIa BBEJCHA 7032 BOPMKOHA30ja, B MATH pa3
NPEBBIMIAIONIAs PEKOMEH0BaHHY0. VIMeercs cooOmeHne o eAMHUYHOM citydae (oTtododuw,
MIPOJIOJKUTENBHOCTRIO 10 MUHYT.

Jleuenue

AHTHIOT BOPHKOHA30JIa HEU3BECTEH. B ciydae mepeno3upoBKH MoKa3aHa CUMIITOMAaTHYECKas U
MOJICP>KUBAIONIAsT TEPATTHSI.

Bopukona3on BbIBOOUTCA B XOJe remMojuanusa ¢ KiupeHcoM 121 wmu/mun, Oeranekca
Cyab(pOOYyTHIIAT HATPHUS - C KIIUPEHCOM 55 mii/MuH. B ciiyuae nepeao3upoBKH reMoInain3 MOXKeT

CI0COOCTBOBATH BBIBEJICHUIO BOPUKOHA30J1a U OeTazieKca cynbPoOyTuiaTa HaTpus U3 OpraHu3Ma.

5. PAPMAKOJIOTUYECKUE CBOHMCTBA

5.1. ®apmakoaMHAMHYECKHE CBOMCTBA

®apMakoTepaneBTUYEeCKass TpyIa: MIPOTUBOTPUOKOBBIE CpEJCTBA CHCTEMHOIO JEHCTBUS;
IIPOM3BOIHBIE TPHUA30Ja U TETpa3oia.

Kox ATX: JO2ACO03

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/ILIeCKI/Ie Bd)d)eKTBI

BopukoHna3on — mnpoTUBOrpHOKOBBIN Mpenapar HIMPOKOTO CIEKTpa JAEUCTBUS W3 TPYIHIbI
TpHa3oyi0B. MexaHu3M JIeHCTBUS BOPUKOHA30J1a CBSA3aH C MHTMOMPOBAHUEM JEMETUIMPOBAHUS
14a-cTepona, OnmoCpeOBaHHOTO TPUOKOBBIM LUTOXPOMOM Pssp - KiIroueBOro srama OGMOCHHTE3a
sprocrepona. Hakormuenune 14a-meTuncTeposia KOpPpEIHMpPYET C MOCIEAYIOWEH MoTepen
sprocreposa B I'pPUOKOBBIX KJIETOYHBIX MeMOpaHax, 4TO OOYCJIOBIMBAET MPOTHUBOIPUOKOBYIO

AKTUBHOCTb BOPHUKOHA30JIa. briio YCTAaHOBJICHO, YTO BOPHUKOHA30JI 0ojiee CEIIEKTHUBEH B
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(epPMEHTHBIX CUCTEM LIUTOXpOMa P4s0 MIEKOTUTAIOIINX.

[TonmoXUTENHHON CBSI3M MEXKIY CPEIHUMH, MAKCUMAIBHBIMH U MUHUMAJIbHBIMH 3HAYCHUSMU
KOHIIEHTpAallMd BOPHUKOHA30Ja B Iula3Me KpoBH M 3(PGEKTUBHOCTHIO IMpemapara B
TEparneBTUYECKUX HCCIIEIOBAaHUSAX HE BBISBICHO, M 3Ta B3aUMOCBS3b B NPOGUIAKTHYECKHX
UCCIICIOBAaHUSAX HE U3ydalach.

dapMakoJMHAMUYECKHUN U (PapMAKOKHHETHUECKUN aHAIIN3 JaHHBIX KIIMHUYECKUX UCCIICTIOBAHUI
BBISIBUJI TOJIOKUTEIBHYIO CBSI3b MEXKAY KOHIIEHTpalMei BOPUKOHA30JIa B IUIa3Me€ KPOBH U
OTKJIOHEHHEM OT HOPMbI OMOXMMHUYECKUX MOKa3aTeNel GyHKIUH ITeYeHH, a TAaKXKe 3pUTEIbHBIMU
HAPYIICHUSIMH.

In vitro BopukoHa3oi 00s1alaeT NIMPOKUM CIIEKTPOM MTPOTUBOTPUOKOBOM aKTUBHOCTH U aKTHUBEH
B otHomenun Candida spp. (Bxmtouas mrammel C. krusei, yctoiumBblie K (IIyKOHA3011y, H
pesuctenTHble mWTaMMmbl C. glabrata u C. albicans), n obnagaetr QyHrunuaasiM 3dpdexTom B
OTHOILIEHUH BCEX M3yUEHHBIX IITAMMOB Aspergillus spp. a TakxkKe MaTOTeHHBIX IPUOOB, CTABIINX
aKTyaJbHBIMH B IOCJEIHEE BpeMs, BKitouyas Scedosporium spp. wiu Fusarium spp., KoTopeie
OTPaHUYEHHO YYBCTBUTENBHBI K CYIIECTBYIOLIUM MPOTUBOTPUOKOBBIM CPEICTBAM.

Knununueckast 3¢(heKTUBHOCTS (C YACTUYHBIM HIIU TTOJTHBIM OTBETOM) ObLIIa MPOJIEMOHCTPUPOBAHA
npu uHpekuusax, Bei3BaHHbIX Aspergillus spp., sxmouas A. flavus, A. fumigatus, A. terreus,
A. niger, A. nidulans, Candida spp., Bxirouas mrammer C. albicans, C. glabrata, C. krusei,
C. parapsilosis, C. tropicalis, a Takke B OTHOIIEHWU OTrPAHUYECHHOTO 4YHCIIA IITAMMOB
C. dubliniensis, C. inconspicua u C. guilliermondii, Scedosporium spp., Bkirodas S. apiospermum,
S. prolificans u Fusarium spp.

Jpyrue rpuOKoBbie HHPEKINH, TP KOTOPHIX MPUMEHSIICS BOPUKOHA30J (MHOT/Ia C YaCTHYHBIM
WK TIOJIHBIM OTBETOM), BKJIFOYAJIM B ce0s OTAEbHBIC Cllyyan WH(EKIni, Bpi3BaHHbIX Alternaria
spp., Blastomyces dermatitidis, Blastoschizomyces capitatus, Cladosporium spp., Coccidioides
immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala
spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium spp.,
BKItovas P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon spp.,
sxnrouas T. beigelii.

[IponemMoHCTpUpPOBaHa aKTUBHOCTH BOPUKOHA30J1a IN VILr0 B OTHOIICHUH KIIMHUYECKUX [ITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. Poct OosbIIMHCTBA MITAMMOB TOAABIISUICS MPH KOHIIEHTPAIMSIX BOPUKOHA30J1a OT
0,05 mo 2 MKr/mi.

BrisiBiieHa Takke akTUBHOCTh BOPUKOHA30J1a in Vitro B oTHomeHun Curvularia spp. u Sporothrix

SPp., OAHAKO KIMHUYECKOE 3HaUeHNEe JaHHOTO 3¢ (deKTa HEM3BECTHO.
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5.2 ®apmakoKkuHeTHYECKHE CBOWCTBA

OO01as xapakKTeEpUCTUKA

®apMaKOKMHETUYECKME  TMapaMeTpbl  BOPUKOHA30Jia  XapaKTepU3YIOTCS  3HAUUTEIbHON
MEXHH/IMBUTyaJIbHOM BapuabeIbHOCTHIO.

dapMaKOKHHETHKA BOPUKOHA30JIa SBJISICTCS] HETMHEHHOW 3a CYET HACKHIIICHUS €ro MeTabonn3Ma.
[Tpy moBbILIEHNH 03Bl HAOMIONACTCA HEMPONOPLUOHATIbHOE (00sIee BRIPaXKEHHOE) YBEINYCHUE
wiomaaM mnoJ (papMakoOKMHETHYECKOW KpHBOM «koHLeHTpauus-speMs» (AUC)). YBenuuenue
nepopaibHO# 10361 ¢ 200 mr 2 pasza B cyTku A0 300 Mr 2 pa3a B CyTKH NMPUBOJUT K YBEIHMUYCHUIO
AUC B cpeanem B 2,5 pa3za. Bo3nelicTBre BOpUKOHA30J1a IPU MPUEME BHYTPh MOIIEPKUBAOIIEH
no3pl 200 mMr (mam 100 mr s nmanueHToB ¢ Maccoil Tena MeHee 40 KI) COOTBETCTBYET
BO3/ICHICTBUIO BOPUKOHA30J1a IPU IPUMEHEHUH BHYTPUBEHHO B J103¢ 3 Mr/Kr. [Ipu mpueme BHYTph
noanepxuBaromiei 10361 300 mr (umm 150 Mr Uit manuMeHToB ¢ maccoi Tena meHee 40 Kr)
BO3JICUCTBUE COOTBETCTBYET BO3CHCTBHIO BOPUKOHA30JIa MPU BHYTPUBEHHOM MPUMEHEHUH B
03¢ 4 MI/KT.

[Ipy BHYTpUMBEHHOM BBEICHUHM WM MpHUEME HACHIIIAIOIIMUX /103 BOPUKOHA30Ja pPaBHOBECHAs
KOHIIEHTpAIlUsl JOCTUTaeTCs B TeueHue nepBbix 24 4. Ecnu npenapat Ha3HayaroT 2 pas3a B CyTKU
B CpeIHMX (HO HE B HACHIIIAIONIUX) J03aX, TO MPOUCXOAUT KyMYJSIIMSA BOPHUKOHA30ja, a
PaBHOBECHBIC KOHIICHTPAIIUH JIOCTUTAIOTCS K 6-MY JHIO Y OOJIBIIMHCTBA MAI[UCHTOB.

AOGcopbuus

BopukoHa3on OBICTPO U TMPAKTUYECKH TMOJHOCTBIO BCACBIBACTCA TOCJIE NpUE€Ma BHYTPb:
MaKCUMaJibHasi KOHIEHTpamus B rmia3mMe KpoBU (Cmax) AocTuraercs yepes 1—2 4 mocie npuema.
bruopocTynHOCTh BOpUKOHA30J1a IPU MIpUEME BHYTPb cocTaBisieT 96 %. [Ipu moBTopHOM npreme
¢ mumed c OompmmM coaepxkanueM KUPOB Cmax U AUC cHmxkarorcs Ha 34 % u 24 %,
COOTBETCTBEHHO. BcackiBaHME BOpHKOHA30a HE 3aBUCUT OT pH keny104HOro coka.

Pacnpenenenne

Cpennuii 00beM pacrpeielIeHuss BOPUKOHA30JIa B PABHOBECHOM COCTOSTHHH COCTaBIISIET OKOJIO
4,6 11/KT, 4TO yKa3blBaeT Ha aKTHBHOE pacIpelie]ieHHe BOPHUKOHAa301a B TKaHU. CBS3BIBaHUE C
OenkamH I1a3Mbl KpOBU cocTaBiseT 58 %.

Bopukonazon mpoHukaer uepe3 remaTtodHiedanndeckuii O6apbep (I'9b) m ompepensercs B
CIIMHHOMO3TOBOU KUOKOCTH.

Buorpancdopmarnus

CoriacHO JaHHBIM HCCIEIOBaHUU IN VIIr0O BOPHMKOHA30JI META0OIHM3UPYETCS IMOJ JNEHCTBHEM
nzoepmentoB CYP2C19, CYP2C9, CYP3A4. Baxuyio poib B MeTabOIM3Me BOPHUKOHA30J1a

urpaet nzopepment CYP2C19, nmposBisdomuil BoIpaXKeHHbIM FeHeTUYeCKUi MoauMophusM, B

32



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.06.2024 N= 11485

. (roc QB HOCTH Q005 .
CBSI3U C YeM IMOHWKCHHBIH MeTabO0JIM3M BOPUKOHA30Ja Bl e VE'I”SD:?B '5)’(;' np'e]z_{c'TaBmeneH

a3MaTCKOro IPOUCXOXkAeHUA U y 3—5 % npencraBuTenell €BpONIEOMIHONM M HETPOMAHOM pac.
YcTaHOBIIEHO, YTO Y MAIMEHTOB ¢ MOHMKEHHBIM MeTabonm3mom AUC; BoprKOHAa301a B CpeIHEM
B 4 pa3za Bblllie, YeM y TOMO3UTOTHBIX MMAIIUEHTOB C BHICOKUM METa0O0IU3MOM. Y IeTepO3UTOTHBIX
MAIUMEHTOB ¢ BbIcOKUM MeTabonu3zmoM AUC; BopukoHa3osa B cpeiHEM B 2 pa3a BBIIIE, YEM Y
TOMO3UTOTHBIX.

OCHOBHBIM METAa0OJIMTOM BOPHKOHA30JI1a SIBIAETCS N-OKCHJ, J0JII KOTOPOTO COCTaBISIET OKOJIO
72 % ot 00111ero KoJI1uecTBa HUPKYJIUPYIOIUX B MJIa3Me KPOBU METaOOIUTOB C PaInOaKTUBHOM
METKO#. DTOT MeTaboIUT 001a/1aeT MUHUMAJIBHON TPOTUBOTPUOKOBON aKTUBHOCTBIO U HE BHOCUT
BKJIAJ] B KJIMHHYECKUN dP(PEKT BOPUKOHA30JIA.

DJIMMHUHALMS

BopukoHa3on BBIBOAWTCA B BHUIE METAa0OJIUTOB IMociie OuoTpaHchopManuyd B TEUEHU; B
HEU3MEHEHHOM BH/JIE TIOYKaMU BBIBOJIUTCS MeHee 2 % OT BBEIEHHOM JJ03bI IIpernapara.

[Tocie MHOTOKpaTHOI'O MpUeMa BHYTPb WJIM BHYTPUBEHHOT'O BBEJCHUS B MOUYE OOHAPYKUBAETCS
okoJ10 83 % u 80 % 10361 BOPUKOHA30J1a, COOTBETCTBEHHO. bosbias yacts (> 94 %) oOmieit 10361
BBIBOJIUTCS B T€UEHHUE MEPBLIX 96 U 1ocie mpreMa BHyTPb U BHYTPUBEHHOTO BBEICHHUS.

[Tepuon nmonyBeiBeaenus (T1/2) BOpUKOHA307a 3aBUCUT OT JI03bl U COCTABJISET MPUMEPHO 6 4 TIpU
npueme mpenapata BHyTpb B mo3e 200 mr. B cBsi3u ¢ HENMMHEHHOCTHIO (papMaKOKHHETUKU
BennurHa T1/2 HE MO3BOJISET MpeAcKa3aTh KyMYJISIUIO WK BHIBEICHUE BOPUKOHA30a.
DapMaKOKMHETHKA B OCOOBIX TPYMIax

llon

[Tpu MHOTOKpaTHOM NpHieMe BOPUKOHA3051a BHYTPh Cmax 1 AUC; y 310pOBBIX MOJIOBIX KESHITHH
obutn Ha 83 % 1 113 % COOTBETCTBEHHO BBIIIIE, YEM Y 3/I0POBBIX MOJOABIX My 4HH (18—45 ner).
3HaunMbIX pazauuuil Cmax 1 AUC; y 310pOBBIX MOXHIJIBIX MYKUYHMH U 30POBBIX IMOXKUIBIX
KEHIHH (= 65 netr) HeT. PaBHOBECHas: KOHIIEHTpALlKsl BOPUKOHA30J1a B IJ1a3Me KPOBH Y KEHIIMH
ob11a Ha 100 % u 91 % BbllIe, YeEM y My>KUUH I1OCJIE€ TPHUEMa BOPUKOHA30J1a B BUJIE Ta0JIETOK WK
CYCIIEH3UH, COOTBETCTBEHHO. HE0OX0IMMOCTH B KOPPEKITNH JJ036 BOPHKOHA30J1a B 3aBUCHMOCTH
oT noja HeT. KoHIeHTpaluu B 11a3mMe KpOBH y MY>KUHMH U JKEHIIUH CXO/THBI.

Bospacm

[Ipn MHOTOKpaTHOM TpHEMe BOpUKOHA30J1a BHYTPh Cmax 1 AUC; y 310pOBBIX MOKHIIIBIX MYXUUH
(> 65 ner) Ha 61 % wu 86 % COOTBETCTBEHHO BHINIE, YEM Y 3OPOBBIX MOJIOJBIX MYXYWH
(18—45 ner). 3naunmpix pazmuauil Cmax 1 AUC; y 310poBBIX MONOABIX keHIUH (18—45 net) u
3JI0POBBIX TIOXKHJIBIX KEHIUH (> 65 sieT) Het. [Ipoduis 6e30macHOCTH BOPUKOHA301a Y MOJIOABIX
Y TIO)KHJIBIX TTAI[ICHTOB HE OTJIMYAETCSI.

Heo6xonumocTi KoppeKIuu 1036l BOPUKOHA301a B 3aBUCMMOCTH OT BO3pacTa HET.

33



ot 10.06.2024 N= 11485
(NOCNEQCBATENEHOCTE 0005)

Toueunas neoocmamoynocmo

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Ces3piBaHUe C O€IKaMH IUIa3Mbl CXOJHO Yy TMALMEHTOB C Pa3jIMYHON CTENEHBI0 MOYEYHOH
HEIOCTaTOYHOCTH. Y MAIIMEHTOB CO CPEAHEN MM TSKEJION CTETIEHbIO HapyIIeHUs ()yHKIIMU TOYEK
(KoHIIEHTpaKs KpeaTHHWHA B Iia3Me KpoBu> 220 MKMOIB/1 wim 2,5 Mr/min) HaOmrogaeTcs
KyMyJISILMS BCIIOMOTaTeJIbHOTO BellecTBa - Oeranekca cyiabhoOyTuiiata HaTpHsl, BXOISIIETO B
cocTaB JuoduIM3aTa 1 NPUTOTOBICHUS PACcTBOpA I HHPY3HHA.
Ileuenounas neoocmamounocmo
Hapymienne QyHKIMM TMeYeHU HE BIUSET HAa CBA3BIBAHHE BOPHKOHA30J1a C OelKaMM IIa3Mbl
kpoBu. CBeneHudl 0 (papMaKOKMHETUKE BOPUKOHA30JIa Y MAllMEHTOB C TSDKENOM CTENeHbIO
TSDKECTH MMeYeHOYHOU HepocTaTouHocTH (Kimace C nmo knaccupukarmu Yaina-I1e10) Her.

eTu
VY nereit otmedaercss Oonblnas BHYTPUUHAMBHIyallbHAs BapuabeIbHOCTb, YEM Y B3POCIBIX.
CpaBHeHue JeTCKOM 1 B3pOCIION MOMYJISIUY MoKa3aio, yTo npeanonaraemas AUC, y nereii mocie
BBEJICHUSI HACBHIIIAIOIIEH 10361 9 MI/KT ObliIa CpaBHHMA C TAKOBOH y B3pPOCIBIX TOCIIE BBEACHUS
Hachlnaronen 10361 6 mr/kr. [Ipennonaraemas oOmas KOHIGHTpaLUUs y A€Tel 1mociie BBEICHUS
MOJIEP>KUBAIOLIEH 1036l 4 MI/KT U 8 MI/KT JIBa pa3a B CyTKU ObLiIa TaKXKe CPaBHHUMA C TAaKOBOM Y
B3pPOCIIBIX TIOCJE BBEACHHS MOJICPKUBAIOLIEH J03bI 3 MI/KI M 4 MI/KT ABa pa3a B CYTKHU.
KonmenTpamnusi BOpUKOHA30J1a P BHYTPUBEHHOM BBEJICHHU B JI03€ 8 MI/KT B JIBa pa3a BBINIE,
YeM MpH IpueMe BHYTPb B 03¢ 9 MI/KTr. BHOIOCTYITHOCTh BOPUKOHA30J1a TIPU MIPHEME BHYTPH Yy
JeTel MOXKET OrpaHMYMBATHCS HApYIIEHHWEM BCAChIBAHUS W JOCTATOYHO HU3KOW Maccoil Tena B
3TOM BO3pacTe, M B 3TOM CIIyyae MOKET OBbITh NTOKAa3aHO BHYTPUBEHHOE BBE/ICHUE.
[TosrydyeHHbIE JaHHBIE CBUIETENILCTBYIOT O 00Jiee BHICOKOM AJIMMUHALIMK BOPUKOHA30J1a y JIeTel
10 CPAaBHEHHIO CO B3POCIIBIMU B CBSI3U C OOJIBIIUM COOTHOIIEHUEM MAacChl IEYEHU U MaccChl Tela.
VY OOoNBHIMHCTBA MOAPOCTKOB KOHIIEHTpAllMs BOPUKOHA30JIa B IJIa3M€ KPOBU COOTBETCTBYET
ATOMY TMOKAa3aTeNI0 y B3pOCIBIX MAllMEHTOB. TeM He MeHee, OTMEYAIUCh MEHBIINE 3HAYCHUS
KOHIIEHTPAllM BOPUKOHA30J1a B IJIa3M€ KPOBU Y HEKOTOPBIX MOJPOCTKOB C HU3KOW Maccoil Tena
10 CPAaBHEHUIO CO B3POCIIBIMHU U OBbLITM OJIMKE K 3HAUEHUSM TOTO e MOoKa3aTess y JeTeil.
OCHOBBIBasCh Ha MOMYJISIIIMOHHOM (hapMaKOKHHETHYECKOM aHaJIN3€, TOIPOCTKHU B BO3pacTe oT 12
1o 14 net ¢ maccoit Tena MeHee 50 K TOJKHBI TOIy4YaTh 103y BOPUKOHA30J1a, PEKOMEHI0BAHHYIO

IS TIpUeMa y JIEeTeu.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Beranekca cynbpdoOytunar natpus (USP-NF).
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6.2. HecoBMecTUMOCTH

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Bopuxkonazon [ICK HecoBmectum ¢ 4,2 % pacTBOpOM HaTpHisl THAPOKapOOHATA, TIOITOMY €r0 He
PEKOMEHIyeTCsl HUCIOJIb30BaTh B KauecTBe pacTBoputesss. COBMECTUMOCTh C JIPYTUMHU
KOHIEHTPALUsIMHU HaTpUs THIpOKapOOHaTa HEM3BECTHA.

IIpenapar Bopuxonaszon IICK Henb3s BBOJUTH OJHOBPEMEHHO C IIpenapaTaMd KpOBU WU
pacTBOpaM# 3JICKTPOIMTOB BBICOKON KOHIICHTPAIMH, JaXKe €CIU I WH(Y3HMd UCIOIB3YIOTCS
OT/ICNIbHBIE KaTE€TEPHI.

Nudysuto mpenapara Bopuxonazon [ICK He crmemyer mpoBoaWTh uepe3 OAWH KaTeTep WIIU
KaHIOJIIO C IPYTMMH JIEKapCTBEHHBIMH CPEJICTBAMH, BKIIIOYAs Mperaparsl sl MapeHTepaIbHOTO
nutanus (AmuHodys3uH 10 % Ilmroc). OgHako mpenapatr MOKET BBOAHMTHCS OJHOBPEMEHHO C
MOJIHBIM MMAPEHTEPAIbHBIM MUTAHUEM U C PACTBOPAMH 3JIEKTPOIUTOB HEBBICOKON KOHIIEHTPAIUU
yepes OT/IebHbIe KaTeTephbl UM OTJCNIbHBIN BXOJ MHOTOKaHATBHOTO KaTeTepa.

JlaHHbIi NEKapCTBEHHBIN IMpenapaT He cJeayeT CMEIMBaTh C APYTHMHU JIEKapCTBEHHBIMU

npenaparamy, 3a MICKJIIFOUEHHEM YIOMSHYTBIX B pasjene 6.6.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

HeBckpoIThlil hiakoH

3 rona.

IIpurotToBIIEHHBII PacTBOP

BoccTanoBneHHBIN pacTBOP (KOHIIEHTPAT) MOXKHO XPaHUTh B XOJIOMWIBHHUKE HE Oojee 24 4 mpu
temneparype ot 2 a0 8 °C B TOM ciyyae, €ciau OH ObUI NMPUTOTOBJIEH B KOHTPOJIUPYEMBIX
acenTU4eckux ycioBusX. C  MHKpOOMOJIOTMYECKOW TOYKM 3pEHUs TpenapaTr Cjiexyer
UCIIOJIb30BaTh HEMEIJICHHO.

['oToBBIi K mpuMeHeHHMIO pacTBop (0,5—5Mr/mi1) MOXKHO XpaHuUTh He Oosee 3 4acoB mHpu

temmneparype 20-30 °C.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHCHUHU
Xpanuts npu Temnepatype He Bbiie 30 °C.

VYcnoBus XxpaHeHus ociie BOCCTaHOBJIEHHUS JIEKapCTBEHHOT'O IIperapara cM. B paszedne 6.3.

6.5. XapakTep u cofepkaHue NEPBUYHOH YIIAKOBKH

ITo 3400 mMr nnodunusara Bo (GprakoHbI MPO3PavyHOro OECIBETHOTO CTEKIa | THAPOTUTHUECKOTO
KJIacca, YKYMOPEHHBI pEe3MHOBOM MPOOKOW M OOKaTaHHBIM aTIOMHUHHEBBIM KOJIMTAYKOM C
IUTACTUKOBOM KpBIIIKOM Tumna «duumn-opd». Ha kaxaplii ¢rakoH HaKIEUBAIOT ITHUKETKY W3

6}/Mal" U ATUKETOYHOM UJIH HI/IquI‘/’I, HJIN CAMOKIJICALIYIOCA 3TUKCTKY.
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1 (bJ'IaKOH BMECTEC C JIUCTKOM — BKJIaAbIIIEM B IIA

Ha mauky u3 kapToHa MOKET OBITh HAaHECEHA ITUKETKA KOHTPOJIBLHOTO BCKPBITHSL.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 NMpenapaTa Uil 0TX0J0B, NOJYYeHHBIX MocJe MPUMeHeHHsl Npenapara u
Apyrue MaAaHMIYJISIIIUN € IPenapaToM

I/IHCTDVKHI/IH 10 IIPHUT'OTOBJICHHUIO paCTBOpAa JJIA I/IH(bV3Hﬁ

[Ipenapar Bopukonazon IICK B nekapctBeHHOU ¢opme ITHOGUIU3AT IJIs NPUTOTOBICHUS
KOHIIEHTpaTa Uil MPUTOTOBIICHUS pacTBopa Juis MHQY3UH MpeacTaBisieT co0Oil CTepUIbHBIN
mro¢uim3ar 6e3 KOHCepBaHTa, MPEAHA3HAYCHHBIN I OJJHOKPATHOTO MIPHUMEHEHHS.

Copnepxxumoe (1akoHa BOCCTaHABIHMBAIOT, PACTBOPSSA B 19 MIT BOJIBI U1 MHBEKIIHA, U TOITY4alOT
20 MJI mpO3pavyHOro KOHIIEHTpaTa, COAEp KaIlero BOPUKOHA30J1 B KoHIeHTparuu 10 mr/mi. Ecnu
pacTBOpPUTENb HE MOCTyHaeT BO (PIakoH MOJ JAEHCTBHEM BaKyyMa, TO (pIaKOH HCIIOJIb30BaTh
Henb3s. [lepen npumeHeHneM He0OX0 MBI 00beM KoHIeHTpaTta (cM. Tabnuiy 5) npubaBisioT
K PEKOMCHJyEMOMY COBMECTUMOMY pacTtBopy st mHy3un (cM. Tabmuiyy 5) W moiaydaror
pacTBOp, COAEPIKAIINI BOPUKOHA30JI B KOHIIEHTpauusx oT 0,5 mr/mi 10 5 mr/mi. dnakoH ciexyer
BCTPSIXHYTHh 710 TOJHOTO PAacTBOpPEHUs Ipemnaparta. BoccTaHOBIEHHBIH pacTBOp MpEACTaBIsET
c000¥ MPO3payHBIi WK CJIETKA OTAJIECHUPYIOUTUN OT OECIIBETHOTO JI0 CJIETKA KEJITOBATOrO I[BETA
KUAKOCTb. JlOMyCTUMO UCHOJIb30BaHUE TOJIBKO MPO3PAYHOr0 pacTBOpa, B cilydyae 0Opa3oBaHUs

KPYIHBIX YaCTULl paCTBOP CICAYCT YTHIIN3UPOBATh.

Tadauua 5. Heo0xonnmeble 00beMbl KOHLEeHTPaTa npenapara Bopukonasou IICK

O0bembl kKoHUeHTpaTa npenapata Bopukonasou IICK (10 mr/mur) ~ HeoGxoaumble st
NPUTOTOBJIEHHA:
Macca Tena
Jo3a 3 mr/kr Jo3a 4 mr/kr Jlo3a 6 Mr/kr Jo3a 8 mr/kr Jlo3a 9 Mr/kr
() (umcio (umcio (umciio (umciio (umcio
¢arakoHoB) ¢aakoHoB) ¢nakonoB) ¢aakoHoB) dnakonoB)
10 - 4,0 mx (1) - 8,0 mi (1) 9,0 M1 (1)
15 - 6,0 M1 (1) - 12,0 M (1) 13,5 M (1)
20 - 8,0 mut (1) - 16,0 mu (1) 18,0 M (1)
25 - 10,0 M (1) - 20,0 mu (1) 22,5 mi (2)
30 9,0 m (1) 12,0 mit (1) 18,0 M (1) 24,0 M (2) 27,0 ma (2)
35 10,5 M (1) 14,0 ma (1) 21,0 M (2) 28,0 M (2) 31,5 M (2)
40 12,0 M (1) 16,0 ma (1) 24,0 M (2) 32,0 M (2) 36,0 mi (2)
45 13,5 M (1) 18,0 mu (1) 27,0 M (2) 36,0 mi (2) 40,5 mx (3)
50 15,0 M (1) 20,0 ma (1) 30,0 mit (2) 40,0 mi (2) 45,0 mx (3)
55 16,5 M (1) 22,0 mi (2) 33,0 Mt (2) 44,0 mix (3) 49,5 mx (3)
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60 18,0 mn (1) 24,0 a1 (2) 36,0 W (3 | E R0 | = 5RO (3)
65 19,5 M (1) 26,0 mit (2) 39,0 M (2) 52,0 M (3) 58,5 miu (3)
70 21,0 M (2) 28,0 M1 (2) 42,0 mx (3) - -
75 22,5 v (2) 30,0 M1 (2) 45,0 mx (3) - -
80 24,0 mx (2) 32,0 mn (2) 48,0 mx (3) - -
85 25,5 M (2) 34,0 ma (2) 51,0 ma (3) - -
90 27,0 M (2) 36,0 mi (2) 54,0 mi (3) - -
95 28,5 mi (2) 38,0 Mt (2) 57,0 mx (3) - -
100 30,0 M (2) 40,0 mi (2) 60,0 mi (3) - -

Konyenmpam cnedyem danee pazeooums ciedyowumu pacmeopamis.

— 0,9 % pactBop HaTpuUs XJIOpHUIA JJIsi BHYyTPUBEHHOTO BBEICHHUS,

— pactBop PuHnrepa nakrara ajisi BHyTPUBEHHOTO BBEICHUS;

— 5 % pacTBOp AeKCTpO3bl U pacTBOp PuHrepa makrara jisi BHyTPUBEHHOTO BBEJICHUS;

— 5% pactBop nekctpossl u 0,45 % pacTBop HaTpus XJIOpUIa JJIsl BHYTPUBEHHOTO BBEJICHUS;
— 5 % pacTBOp AEKCTPO3bl JIsl BHYTPUBEHHOI'O BBEJICHUS;

— 5% pactBop nekctpo3bl u 0,15 % pacTBop Kanus XJIOpUAa JIJIsi BHYTPUBEHHOTO BBEIICHUS;
— 0,45 % pactBop HaTpHs XJIOPUAA TSI BHYTPHBCHHOTO BBEJICHUS;

— 5% pactBop nekctpossl U 0,9 % pacTBOp HATPUSI XJIOPUJIA AJIsi BHYyTPUBEHHOTO BBEACHUS

Becw ocraBmmiics HeKapCTBeHHLIﬁ npemnapar 1 OTxXoAbl CJICAYCT YHUUTOXUTL B COOTBECTCTBUHU C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I5{MI/I.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanns

000 «IICK ®Papmay

141983, MockoBckast 06nacts, r.o. JlyoHa, r. /Iy6ua, yi. [Iporpammuctos, 1. 5, ctp. 1
Tenedon: 8 (499) 400 16 99; 8 (496) 218 19 19

DnektponHas noyra: officel @rusbiopharm.ru

7.1. IllpeacraBure/ib AepKaTessl peruCTPAIHOHHOIO YA0CTOBEPECHUS

[Iperen3un HOTD66I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccuiickaa ®@eoepayus

000 «IICK ®apmay

141983, MockoBckast 00nacts, r.o. JlyoHa, r. /lyona, yi. [Iporpammuctos, 1. 5, ctp. 1
Tenedon: 8 (800) 234 16 99

DnekTpoHHas modra: pv@rusbiopharm.ru
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Pecnyonuxa benapyco

000 «PapMAccucTeHc»

220131, r. Munck, nep. Konbiosa, 4-w1id, 1oMm 51, 4 stax, od. 54
Tenedon: +375 29 640 42 86

DnexTpoHHas moyra: pv@pharmassistance.by

Pecnybnuxa Kazaxcman

TOO «Prime Asia»

050000, r. Anmatel, Mkp-H Hyp Anaray, yin. Temup6ek Koxkakees, qom 70
Tenedon: +7 (702) 822 50 01

OnekrponHas moura: primeasiallckz@gmail.com

Kuipevizckasn Pecnybnuka

0OcOO0O «Mencepsuc.KG»

720051, r. bumkek, yn. Kypmanxan [latka, 1. 131-133
Tenedon: +996 312 36-90-39

OnekrponHas moura: medservice.kg@mail.ru

Pecnybnuxa Apmenus

00O «Pyaunym Tpaguur»

r. EpeBan, yi. Kouapsu, 1. 18/52

Tenedon: +3 749 566 36 68

Onekrponnas modra: rudiumtrading@gmail.com

8. HOMEP PETHCTPALHMOHHOI'O YAOCTOBEPEHUA

9. TATA NEPBUYHOM PETUCTPAIIUU (MOATBEPXIEHUE PETrMCTPAIIUU,
INEPEPETUCTPALIUS)

[lara nepBoii peructpanuu:

10. JATA HEPECMOTPA TEKCTA
OO0mmas xapakTepucTUKa JIEKApCTBEHHOTO Mperapara JOCTylHA Ha MH()OPMAIIMOHHOM TopTale
EBpasmiickoro AKOHOMHYECKOTO COr03a B HHGOPMAIMOHHO-KOMMYHUKAITAOHHOW  CETH

«uTtepueT» https://eec.eaeunion.org
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