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(MOCNEOCBATENEHDCTE 0002)

OBILIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Bopukonazon [, 200 mr, mnodunuszaT 1 IPUTOTOBICHUS KOHLIEHTpATa Uil PUTOTOBIICHHUS
pacTBopa i1t UHQy3HH.

2. KAUYECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JeiicTBytol1ee BEIIEeCTBO: BOPUKOHA3OJL.

Kaxnprii ¢pakon cogepxut 200 Mr BOpHKOHA301a.

Kaxxaplit M1 pacTBOpa 1mocie BOCCTaHOBIEHUS (KOHLIEHTpaTa) coaepkuT 10 Mr BopukoHazoa.
BcnomorarenbHbie BemecTBa, HaJUYKWE KOTOPBIX HAJO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: HaTpui (cM. pasaen 4.4.).

[TonHbIi IEepevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJICH B pasnene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

JImodwmnmzar Ans NPUTOTOBICHHS KOHIEHTpATa JUisi MPUTOTOBICHHUS PAcTBOpA Uil WHQY3UA.
JInodpunnznpoBaHHas YIUIOTHEHHAsI Macca UK MOPOLIOK OesIoro, WK MOYTH OeJIoro 1BeTa.

4. KIMHUYECKUE JAHHBIE

4.1. Tloxka3aHusi K NpUMeHEeHHUI0
[Tpenapat Bopukona3zos [I>x moka3zaH K IPUMEHEHUIO Y B3pOCIBIX U JieTeil oT 2 1o 18 ser.
e  lIHBa3uBHBIN acneprusuies.

Kannunemust y naiieHToB 6€3 HEUTPOIIEHUU.

Tspxenble HBa3UBHBIC KaHKM103HbIe HHpeknuu (Bioyast C. Krusei).

Kannnnos numesona.

Tspxenble rpuOKoBbie MHGEKIMH, BhI3BaHHBIC SCedosporium spp. u Fusarium spp.

Jlpyrue TsDKenble WHBa3WBHBIE TPUOKOBBIE WH(EKIMH NpPU HENEPEHOCHMOCTH HIIH

pedpakTEpHOCTH K APYTHM JIEKAPCTBEHHBIM CPEICTBAM.

e IIpodpumiaktuka «IIpOPHIBHBIX» I'PUOKOBBIX MH(EKIHUH y MalUEHTOB CO CHU)KEHHOU
¢GyHKIMEH UMMYHHOM CHCTEMBI, JIUXOPAAKOM M HEHTpPONEHHUEH, U3 IpyHmbl BHICOKOTO
puCKa (pEUINEHTHI TPAHCIUIAHTALIUU T€MOTIOATHYECKUX CTBOJIOBBIX KJIETOK, MAIIUEHTHI C
pELUIUBOM JIEIK032).

e [IpoduiakTuka MHBa3UBHBIX I'PUOKOBBIX MH(EKIUN y MAlMEHTOB (B3pOCHBIX U JieTei
crapmie 12 jer) rpynmbl BBICOKOTO PHCKA, TaKMX KaK PELUIHMEHTHl TpaHCIJIaHTAIL[UH
reMOIIO3TUYECKUX CTBOJIOBBIX KIIETOK.

4.2.  Pexxum 103MpPOBaHUS U CIOCO0 NPUMEHEHUS

Pexxum 1o3upoBanus

Bspocnvie

Haznauenue mpemapara Bopukonazon Ik ciemyer HaYyMHATH ¢ BHYTPHUBEHHOTO BBEJICHHUS B
pPEKOMEH/1yeMOl HachIIlaole 103, 4yToObl y)X€ B MEpBbIH JEeHb JIOOUTHCS aJleKBaTHOU
KOHIICHTPAIMH B TUIa3Me KPOBU. BHYTpHBEHHOE BBEICHHE CIIEAYET MPOAOIDKATh KaK MUHUMYM
7 nHeH, mocje 4ero BO3MOXEH Iepexo/ Ha MepopallbHbIA MpUeM Ipenapara, IpyU YCIOBUH, YTO
MAaIMeHT CIIOCOOCH TPHWHUMATH JIEKAPCTBEHHBIC CPEICTBA U NpHeMa BHYTpPb. YUYUTHIBas
BBICOKYIO OMOJIOCTYITHOCTh Ipernapara Ipu NpUeMe BHYTPb, JOCTHraromyo 96% (cMm. pasgen
5.2.), mpu HaTUYMW KIMHUYECKUX ITOKa3aHWH MOXHO TIEPEXOIUTh C BHYTPUBEHHOTO Ha
nepopaibHOE MPUMEHEeHHEe 6e3 KOPPEKIIUH JI03bI.

Ta6mmma 1. JlosupoBanue npenaparta Bopukonazon J[x:

Buytps
BryTtpusenno [TanmeHTs! C [TanmeHTs! €
Maccoi Ttena 40 xr | Maccod Tena MeHee




o
L Lyl

AL N L

TEBETCTEYET 3K

o1 01.02.2

CMNEPTHOMY OTYETY

024 N= 1803

MO B HGIEATE]

TEHUC )5 B0

Hacspimaromas no3a
- Bce nokasanus (mepsbie 24 9)

6 MI/KT
Kaxxaele 12

He pexomennyetcs

He pexomennyercs

[TognepxuBaromas g03a (1mocie neppuix 24 )

[Mpodunakruka MHBA3UBHBIX
IpUOKOBBIX MH(EKIUI y MalueHTOB
TPYIIBI BEICOKOTO PUCKA, TAKUX KaK
PELUITUCHTHI

TPaHCIIAHTAIUU TeMOTIOATHIECKUX
CTBOJIOBBIX KJIETOK /HpO(HIaKTHKA

3-4 Mr/kr
Kaxxaele 12

200 mr
Kaxaele 12

100 mr
Kaxxaele 12 g4

«IPOPHIBHBIX IPHUOKOBBIX
uHpEKIHUN y JTUXOPAISIINX
ManyeHToB
NuBazuBHbBIN acrnepruuies
faagexum, BEISBAHHBIC| 200 ur 100 mr
Scedosporium spp. u Fusarium spp. /
Kaxaple 12 4 Kaxaele 12 g Kaxaele 12 g
Ipyrue TSOKEIIBIC WHBAa3UBHEIC
rprOKoBBIC HHDEKIIUN
Kanmunemuss y manueHToB 0e3 3-4 Mr/xr 200 mr 100 mr
MIPOSIBJICHUI HEUTPOTICHUU Kaxaeie 12 Kaxaple 12 4 Kaxaple 12 4
Kanaumo3 numepoaa He 200 Mr 100 mr
YCTaHOBJICHO Kaxaple 12 4 Kaxnaple 12 u

110060p 00361 01151 BHYMPUBEHHO20 68e0eHUs

[Ipu HemoctarouHoii 3(dexkTuBHOCTH JeUeHHWS TMOAJEPXKUBAIOIIAs 033 Iperapara
Bopukonazon [x 1151 BHyTPUBEHHOTO BBEAECHUS MOXKET ObITh yBeIMUYeHa 10 4 MI/KI KaxKible
12 4. Ecnu manueHT He NMEPEeHOCUT TpenapaTr B BHICOKOW J103€, €€ CHIDKAIOT J0 3 MI/KI KaXIble
12 4.

JUTMTeTbHOCTh JICYeHHUSI AOJDKHA OBITh KaK MOYKHO KOpPOYE B 3aBHCHMOCTH OT KIMHHYECKOTO
s¢¢exTa 1 pe3yabTaTOB MUKOJIOIMYECKOrO UcCCieA0BaHus. [JINTENIbHOCTD JIGYEHUsT HE JT0JDKHA
npesblmarh 180 nHei.

Ipogpunaxmuxa

[TpodunakTuueckoe NpuUMEHEHHE TMpernapara ciaeayeT HauuHaTh B JIEHb TPaHCIUIAHTALMM M
MOXHO Tponokate A0 100 gueit. IIpommute npodunaktuky a0 180 aHel MOXKHO TOJNBKO B
clly4ae MpPOAOJKEHUS UMMYHOCYIIPECCUBHON Tepanuy WIM Pa3BUTHS PEaKIUU «TPAHCIUIAHTAT
npotuB xo3suHa» (TIIX). bezomacHocTh M 3P HEKTUBHOCTH BOPUKOHA30JA MPH MPUMEHEHUHU
6osee 180 mHEM B KIMHUYECKUX MCCIICIOBAHUAX HAJUICKANTUM 00pa3oM HE N3Y4aJIHCh.

PexxuM [no3upoBaHus € LeNbl0 NPOUIAKTHKM TaKOM e, KaKk C IeJbl0 JIeYeHHs B
COOTBETCTBYIOIIUX BO3PACTHBIX IPYMIaXx.

Oco0ble rpynimbl NalueHToB

THayuenmol ¢ napywenuem @yHKYyuu novex

VY NanMeHToB CO CpefHEH WM TSDKENOM CTEeNeHbI0 MOYEeYHOM HEeJIO0CTaTOYHOCTH (KIHMpEeHC
KpeaTHHHHA <50 MJI/MMH) Ha0II01aeTCsl KyMYJISLIKS BCTIOMOTaTEIbHOTO KOMIIOHEHTA Npernapara
6eraznexca cynbpoOyTunaTa HaTpus. TakuM manreHTaM BOPUKOHA30J1 CileyeT Ha3HayaTh BHYTPb
3a MCKIIIOUEHUEM TeX CIyyaeB, KOrja IMpeArnosaraemMas IoJib3a BHYTPUBEHHOI'O BBEICHUS
OpPEBBIIACT TMOTEHUUANbHBIH pUCK. B  MOMOOHBIX CHUTyalMaX HEOO0XOAUMO PperyysipHO
KOHTPOJIUPOBATh KOHILEHTPALMI0O KpEaTUHHHA U B CIyyae €ro MOBBIIIEHUS ClelyeT o0CyauTh
BO3MO>KHOCTb II€PEX0/la Ha NPHUEM BOPHUKOHA30jJa BHYTpb. BOpHMKOHA301 BBIBOAMTCSA B XOJH€
remMojuanu3a ¢ kKiaupencom 121 mu/MuH. 4-4acoBoii ceaHc reMoinain3a He MPUBOIUT K YIAJICHUIO
3HAYMTENBHOM YacTH BOPHKOHA30JIa M He TpedyeT ee koppekuuu. beranekca cynbhoOyrunar
HATPHS BBIBOJUTCS B XOJ€ TEeMOHATN3a C KITUPEHCOM 55 MJI/MHH.

Iayuenmel ¢ napywenuem @yHKyuy nevenu
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[Ipu ocTpOoM NMOBPEKACHUH MIEYEHU, TPOSBIIIOLIEMCS nOBLHTeHreM A THBHOETH (TedHOUHEX

TpaHcamMuHa3: amaHuHamMuHOTpaHchepasslr (AJIT) m acmapratamunotrpancdepassl (ACT),
KOPPEKIIHA 103bI HE TPeOYeTCsI, HO PEKOMEH IyeTCs ITPOA0IDKATh KOHTPOJIb ITOKa3aTeNneil GyHKIUu
neueHu. [lanueHtam C JIETKUMM WM CPEAHETSDKEIBIMH M HApyHUIEHUSMH (QYHKIHMU IEYEHU
(xmaccet A w B mo knaccupukanmm Yainn-Ilero) criegyeT Ha3zHadaTh CTaHAAPTHYIO
HACBIIAIOUIYIO 703y BOPUKOHA30J1a, a MOAJIEPKUBAOILYIO 103y CHIXKATh B 2 pa3a. [lanuentam ¢
TSDKEJION cTeneHplo HapymeHus ¢yHkiuu nedeHu (xnacc C mo kinaccudpukamun Yaing-I11si0)
BOPUKOHA30J1 ClIeJlyeT Ha3Ha4yaTh TOJIBKO B TEX ClIydyasX, KOrJa OKuaaeMas I10J1b3a IPEeBbIIIaeT
BO3MO>KHBII PUCK, U MOJ] IOCTOSIHHBIM KOHTPOJIEM C LIEJIbIO BBISBJIEHUS IPU3HAKOB TOKCUUYECKOTO
JeiicTBUS mpenapara.

Tayuenmuor noowcunozo eospacma

Koppekuus 10361 y NalMeHTOB MOXKUIIOr0 BO3pacTa He TpedyeTcs.

eTH
Jlemu 6 so3pacme om 12 0o 14 nem c maccoii mena 50 ke unu bonee u 6 so3pacme om 15 0o 18
Jlem He 3a8UCUMOCTU OM MACChbl meid
Pexum 103upoBaHusi COOTBETCTBYET PEKUMY JI03UPOBAHUIO Y B3POCIIBIX.
Peoicum oozuposanus eopukonazona y demeti 6 sospacme om 2 0o 12 nem u 6 sozpacme om 12 0o
14 nem u maccoti mena menee 50 ke

Tabmuna 2.
BnyTpuseHHO Bnytps

Hacslmaromas no3a

fnarotuas 1 9 Mr/kr kaxaple 12 gacos He pexomennyercs
(nepBbie 24 u)

9 MI/Kr ABa pa3a B CyTKH
[TopneprxuBatromiast 71032
8 MI/KT /1Ba pasza B CyTKH (MakcumanbHas no3a 350 mr
(mocne nepBbIX 24 1)
JIBa pa3a B CYTKH)

Tepanuio pekOMEHJyeTcsl HAUMHATh C BHYTPUBEHHOI'O BBEAEHUS IpenapaTra, a BO3MOYKHOCTh
NEPOPAJILHOrO IMpUEMa BOPUKOHA30Jla CIIEAYET PacCMaTpUBaTh TOJIBKO IOC]E KIMHUYECKOTO
yIy4IIEHUs] U BO3MOYKHOCTH MallMeHTa IPUHUMATh IIepopaibHbIE JIEKAPCTBEHHBIE CPECTBA.
CrnenyeT npuHUMaTh BO BHUMaHUE, YTO BO3/IEHCTBUE Ipenapara py BHYTPUBEHHOM BBEJICHUH B
7103€ 8 MI/KT IPUOJIM3UTENBHO B JIBa pa3a BhIIIE, YeM NPU IPUMEHEHUH BHYTPh B J103€ 9 MI/KT.
[TpumeHeHne BOpUKOHA30J1a y IeTel B Bo3pacTe oT 2 10 12 JieT ¢ HapyleHusIMU QyHKINUY TeYeHU
WIH [TOYEK HE U3Yy4alIoCh.

Jlemu om 0 0o 2 rem

O dexTuBHOCT M Oe30macHOCTh NpenapaTta Bopukonazon Jx y aereit B Bo3pacte ot 0 710 2 et
HE YCTaHOBJICHBI.

Koppexyus 0o3vl

[Ipr HeangeKBaTHOM KJIMHWYECKOM OTBETE MAIlMEHTa /1032 MOXET OBbITh YBEIMYEHA C IIarom
1 mr/kr (umu 50 Mr B ciydae, eclid U3HaYaldbHO MPUMEHSUIH MaKCUMAIIbHYIO MIEPOPATBHYIO 103y
350 mr). Ecnim pebeHOK He TEPEHOCHT TEpalui0 B Ha3HAYCHHOW J103€, €€ CICAYyeT CHU3WTH C
mrarom 1 mr/kr (uinu 50 MT B ciyyae, €Clid H3Ha4aaIbHO TPUMEHSITN MaKCUMAIbHYIO TIEPOPAbHYIO
no3y 350 mr).

Cnocob npuMeHeHUs!

Buytpusenno nndysuonno. Ilpenapar Bopukonazon [ He pekoMeHIyeTcs BBOJIUTH B BHJIE
0O0JIIOCHBIX HHBEKIMH (CTPYHHO). CKOPOCTh MH(Y3UU HE JOJKHA IPEBBIIATh 3 MI/KI/4 B TEUEHHE
1-3 4.

[Tepen HauanoMm Tepanmuu HEOOXOIMMO OTKOPPEKTHPOBATH TAKWE IJIEKTPOJIUTHBIE HAPYLICHHUS,
KaK TUIOKAINeMUsl, THIIOMarHueMus ¥ rurnokanblieMus (cM. pasaen 4.8).

WHCTpYKIIMKM TIO TPHUTOTOBJICHHIO JIEKAPCTBEHHOTO IMperapara mepes NPUMEHEHHEM CM. B
paznene 6.6.
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4.3. IIporuBomoka3aHusi (MOCNENOBATENEHOCTE 0002)

e [unepyyBCTBUTEIHHOCTh K BOPUKOHA30IYy MM K JJIOOOMY U3 BCTIOMOTaTEIbHBIX BEILIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

e OpnoBpemeHHoe mpuMeHeHue ¢ cybocrpatamu mzodepmenta CYP3A4: tepdenaaus,
acTeMM30J1, [U3alpHa, MUMO3UJ, XUHUIUH WM UBAOpaJH, MOCKOJIbKY MOBBIIICHHBIE
KOHIIGHTPAllMM 3TUX JEKAPCTBEHHBIX CPEACTB B IUIa3ME€ KPOBH MOTYT IPHUBECTH K
yanuHeHuto wuHTepBaia QTc M peakum ciayyasM BO3HHKHOBEHHS >KEITYIOYKOBOM
TaXUKapaIuu Tumna «aupysa™ (torsades de pointes) (cm. pazuen 4.5).

e OJHOBpeMEHHOE TMpUMEHEHHEe C pudaMIUIUHOM, KapOamMa3emuHOM U IUTEIbHO
nehcTByomuMu  Oapoutypatamu (peHodbapOuTan), MOCKOIBKY 3TH JIEKAPCTBEHHBIC
CpeACTBa MOTYT 3HAUUTEIBHO CHHU3UTHh KOHIIEHTPAIIMIO BOPUKOHA30Ja B IUIa3ME KPOBH
(cm. pazzen 4.5).

e OpHOBpeMeHHOE mNpUMEHEHHEe ¢ pupadyTHHOM, Tak Kak pupaOyTHH 3HAYUTEIHHO
CHIKACT KOHIICHTPAIIMIO BOPUKOHA30JIa B TUIa3Me KpoBH (cM. paszaen 4.4 u 4.5).

e  OnHOBpeMeHHOe NMpUMeHeHHe ¢ 3paBupeH3oM B 1o03ax 400 mr uiu Bblmie 1 pa3 B cyTkH (¢
BOPHUKOHA30JI0M B CTaHAAPTHBIX J103aX ), TOCKOJIBKY 3(haBUPEH3 B ATHX J103aX 3HAYUTEIHHO
CHIDKAeT KOHIIGHTPAIlMI0 BOPHKOHA30Jla B IIa3Me KpOBU. BOpHKOHA307 Takxke
3HAYUTENIbHO YBEJIMUMBAET KOHIICHTPAIUIO 2(aBUpEH3a B I1a3Me KpoBHU (CM. pazfnen 4.5).

e  OIHOBpPEMEHHOE NMPUMEHEHHE C PUTOHABUPOM B BbICOKHX Ji03aX (400 Mr u BhIie 2 pasa B
CYTKH), MOCKOJIbKY PUTOHABHD 3HAYUTEIBHO CHMKAET KOHLICHTPALMIO BOPUKOHA30Ja B
I1a3Me KPOBHU B 3TOM J03€e (cM. paznen 4.5).

e OpHOBpEMEHHOE  TpPHMEHEHHE  C QIKaJOWJaMH  CIOPBIHBH  (IProTaMuH,
JUTUIPOIProTaMuH), ABJstommuMuca cyoctpatamu uzopepmernta CYP3A4, mockonbky
TOBBIIIICHHAsT KOHLIEHTPAIMsI 3THUX JIEKAPCTBEHHBIX CPEACTB B IUIa3M€ KPOBH MOXKET
MIPUBECTH K SProTU3My (cM. pazaen 4.5).

e OJIHOBpEMEHHOE MPUMEHEHHE C CHPOJMMYCOM, IIOCKOJBKY BOPHKOHA30J MOXET
3HAYUTENIFHO YBEJIIMUUTD IJIA3MEHHBIE KOHIICHTPALIUK cUposiuMyca (cM. pazzaen 4.5).

e  OIHOBpEMEHHOE MPUMEHEHHE CO 3BEPO0OEM MPOABIPSIBICHHBIM (MHAYKTOpP IIUTOXpOMa
P4so u P-rmukonporenna) (cMm. pasaen 4.5.).

e OpHOBpeMEHHOE TMPUMEHEHHE C HAJIOKCETOJIOM, TaK KaK BOPHKOHA30JI MOXET
3HAYHUTEJIBHO MOBBIIIATEH TUIA3MEHHBIE KOHIICHTPAIMN HAJOKCEroja, YTO MOYKET BHI3BAThH
CUMITOMBI OTUOUTHOM aOCTHHEHIIUH (cM. pazzaen 4.5).

e  OpHOBpEeMEHHOE NMPUMEHEHHE C TOJBANTAHOM, TaK KaK BOPUKOHA30JI MOYKET 3HAYUTEITHHO
MOBBIIIATH IJIA3MEHHBIE KOHIICHTPAIIMK TOJBanTaHa (cM. pasjaen 4.5).

e  OnHOBpeMEHHOE MPUMEHEHHE C BEHETOKJIAKCOM B Hayajie MPUMEHEHHUs BEHETOKJIaKca U
BO BpeMms (a3bl TUTPOBAHUS J03BI Mpernapara, Tak Kak BOPUKOHA30J, BEPOSTHO, MOXKET
3HAYUTEIBHO TIOBBHIIATH TUIA3MEHHBIE KOHIIGHTPAIIMM BEHETOKJIAKCa M PUCK Pa3BUTHS
CHHJpOMa JIM3KCa OIyX0J (CM. pa3zaen 4.5).

e OpHOBpeMEHHOE TIPUMEHEHHE C JIYpa3uJOHOM, TaK Kak dSTO MOXKET NPUBECTH K
3HAYUTEIFHOMY YCWJIGHUIO BO3JIEHCTBHS Jypa3HJOHA ¥ BO3MOXKHOCTH Ppa3BUTHUS
CepbE3HBIX HEXENaTeIbHBIX peakuuil (cM. pazaen 4.5).

4.4. Oco0Oble yka3aHusi 4 MePbI MPEI0CTOPOKHOCTH MPHU NMPUMeHEHUH

C 0CTOPOXKHOCTBIO

[ToBbIEeHHAST IYBCTBUTEIILHOCTD K JIPYTUM TIperapataM - POU3BOIHBIM a30JI0B.

Tsokenast cTeneHb HEAOCTATOYHOCTH (DYHKIMHU TEYEHH, TsDKeIas CTEEeHb HEIOCTaTOYHOCTH
(GYHKIIMH MTOYEK.

Bopukonazon cieayer ¢ OCTOPOKHOCTHIO TPUMEHSTH y TMAalMEHTOB C MPOAPUTMUYECKUMHU
COCTOSTHUSIMU: BPOXKJICHHOE MJIM IPHOOpETeHHOE yBemmdeHue naTepsaia QT, kapmoMuomnaTus,
B OCOOCHHOCTH C CEpACYHOM HEAOCTATOYHOCTHIO, CHHYCOBas OpaaukapAus, HaIA4dUe
CUMITOMATHYCCKOW apUTMHUH, OJTHOBPEMEHHBIM TPUEM IMPENapaToB, BHI3BIBAIOIINX Y/JTHHCHHUE
unTepBana QT (cm. HiKe).
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Taxoke ciemyeT coOI0AaTh OCTOPOKHOCTH II anMégé;ﬁ;ip;l %&éﬁgﬁ%@ﬁkd_}ﬁ%ﬂ'ﬂm y

MAIMEHTOB C 3JEKTPOJIUTHBIMU HApPYIIEHUSIMH, TAKUMU KaK: TUMIOKAINEMUs, TUIIOMarHueMusi 1
TUIOKAJIbLIUEMUSL.

B3stne wMarepuana ans moceBa U APYTUX JIAOOpaTOpHBIX HCCIEIOBaHUM (ceposiorus,
THCTOIATOJIOTHS) C LENbIO BBIJICIICHUS U UICHTH(UKAINU BO3OYIUTENCH ClleyeT MPOU3BOINUTh
0 Havana JsedeHus. JledeHne MOKHO HauyaTh /0 TOJY4YEHHUS pe3yibTaToB J1ab0OpaTOPHBIX
uccnenoBanuii. OHAKO TOCIE MOJYYSHHS 3TUX PE3YJIbTaTOB HEOOXOIMMO CKOPPEKTHPOBATH
MIPOTUBOTPUOKOBYIO TEPAIHUIO.

K BumaMm, Hambosiee 4acTO BBI3BIBAIONINM HH(EKIUU y uenoBeka, oTHocsatcs C. albicans, C.
parapsilosis, C. tropicalis, C. glabrata w C. krusei, npu 3TOM Ul BCEX HHUX MHHHMAaJbHas
nonasistomas kormnentpanus (MIIK) BopukoHazoma 00BIYHO COCTaBISET MEHEe | MI/mil.
Opnako in Vitr0 akTHBHOCTH BOPHKOHA30JIa MPOTHB I'puOOB pasubix BuaoB Candida ne
onuHakoBa. B uwactHoctu, MIIK BopukoHa30ma Ui YCTOWYHMBBIX K (IYKOHA30JIy H30JISTOB
C. glabrata npomopunonansro Bbimie, deM MIIK 11 W307STOB, YyBCTBHTEIBHBIX K
dykonasony. B cBsa3u ¢ Hum, rpubku poma Candida ciemyer Bo BceX BO3MOXKHBIX CIIydasx
uaeHtuuuupoBarb 10 ypoBHS Buja. [Ipu BO3MOXKHOCTU oOmpezeseHUus 4yBCTBUTEIBHOCTH
rpuboOB K MPOTHBOIPHMOKOBBIM IpemaparaMm, moiydeHHsle 3HaueHuss MIIK crnexyer
UHTEPIIPETUPOBATH C UCIOJIB30BAHUEM TIOPOTOBBIX KPUTEPHEB.

Boeigenenpl  KIMHMYECKME — IITAMMbl  MUKpPOOPTaHM3MOB,  O0JlafjaloliMe€  IOHMKEHHOMU
YyBCTBUTEIBHOCTHIO K BOPHKOHA307y. OJHAaKO MOBBIINICEHHBIE MUHUMAIbHBIE MOJABIISIOINE
koHnentparun (MIIK) He Bcerna mo3BOJISIOT IpeAcCKa3aTh KIMHUYECKYI0 HEd()()EKTHBHOCTS:
W3BECTHBI CIy4yaH, KOrja BOPUKOHAa30J Obul 3¢ (EeKTUBEH y MAIUEHTOB, HMH(PUIIMPOBAHHBIX
MUKpPOOPraHM3MaMH{, YCTOMYMBBIMU K JApyruM azonaM. OLIEHUTh KOPPEJSLUI0 MEXay
AKTMBHOCTBIO BOPHMKOHA30Jla B YCJOBHUSIX IN VIIF0 ¥ KIMHUYECKUMH DPE3yJbTaTaMH JICUCHHS
TPYAHO, YUUTBIBAS CJIOKHOCTh MAIIUEHTOB, KOTOPBIX BKIOYAJIN B KJIMHUYECKUE UCCIIEIOBAHMSL.
[TorpannyHble KOHIIEHTpAIMM BOPUKOHA30JIa, MO3BOJISIIOIINE OLEHUBATH YYBCTBUTEIBHOCTH K
3TOMY Npenapary, He yCTaHOBJICHBI.

Heoicenamenvhvie sgnenus co cmopousl cepoeuHo-cocyoucmoti cucmemol

[TpyMeHeHre BOPUKOHA30a CBSI3aHO ¢ yAiIuHeHHeM uHTepBasia QT Ha 3jexkTpokapauorpamme,
YTO CONMPOBOXKIAETCS PEAKUMHE CIydasiMU MEPIAHUsI/ TPENeTaHHsI KEITYA0UKOB Y TKEITOO00TbHBIX
NAl[MeHTOB C MHOXXECTBEHHBIMH (akTOpamMH pHCKa, TaKUMHU KaK KapJUOTOKCHUYECKas
XUMUOTEPAMNHsl, KapJAUOMUOIATHUS, TUMOKAINEMHSI U COMYTCTBYIOIIAs Teparus, KOTOpble MOTJIN
CHOCOOCTBOBATH PA3BUTHUIO JAHHOTO OCJIOKHEHHUS.

IIpenapat Bopukonazon Jk ciaenyeT ¢ OCTOPOKHOCTBIO IIPUMEHATh Yy MALUEHTOB CO
CJIETyIOIIUMHU MOTEHIUATIbHO IPOAPUTMUYECKUMU COCTOSIHUSIMU:

BPOXJIEHHOE WU NpHOOpeTeHHoe ynHenue nuteppaia QT;

Kap/IMOMUOTATHUS, OCOOEHHO B COUETAHUU C CEPJICUHON HEI0CTaTOUYHOCThIO;

CHUHYCOBasi OpaJuKapIus;

CYLIECTBYIOIIME APUTMUU C KIMHUYECKUMU MPOSIBICHUSIMH;

OJTHOBPEMEHHOE NMPUMEHEHHE JIEKAPCTBEHHBIX MPENapaToB, yAIUHSAOMUX uHTepBan QT
(cm. pazzen 4.5).

DJNIEKTPOIMTHBIE HAPYILIEHUs, HATPUMED, TUITOKATUEMHUIO, TUTIOMATHUEMHIO U TUIIOKAJIBIIUEMHIO,
IpU HEOOXOJUMOCTH, CJIENYyeT KOHTPOJMPOBATh U YCTPAHAThH /10 Haydajla M BO BpeMsl Tepanmuu
npenaparoM Bopukonason Jx.

[Tpu uccrnenoBaHuM Ha 370POBBIX JOOPOBOJIBIAX BIMSHUSA BOpUKOHa3o0sia Ha uHTepBaid QT Ha
OKTI" npu nmpuMeHEeHUH OJHOKPATHBIX /03, MPEBBIIIAIONINX OOBIYHYIO JHEBHYIO 7103y He Ooee,
4yeM B 4 pa3a, OblJI0 yCTAaHOBJIEHO, YTO HU Y OJJHOTO U3 UCIIBITYEMBIX HE HAa0JI101aJ710Ch MOBBIIIEHUS
unrepBasia QT Ha 60 wim Gosnee Mcek OT HOpMBI. Takke HU y OJHOTO M3 HCIBITYeMbIX HE
Ha0JI0/1aJI0Ch TPEBBIIICHNS HHTEPBaJia BhIllE KIMHUYECKHU 3HaYUMoro rnopora B 500 mMcexk.
I'enamomokcuynocmo

YacroTa KIMHUYECKHM 3HAYMMOIO TMOBBIIIEHUS AKTUBHOCTH «IEYEHOYHBIX» TpPaHCAMUHA3 Yy
NAlMEHTOB, MOJIYYalOlIMX BOPUKOHA30Jd, cocTaBimsieT 13,4 %. B OonpmMHCTBE cilyyaeB
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NoKa3areiau (GYHKINU MEYSHU HOPMAIU3YIOTCS [Kak Hpn': Hﬂbﬁ@%ﬁﬁﬁﬂ%hﬁg&g HhMerenns

J03bl TUIM TIOCNIE €€ KOPPeKLIMH, TaK M IMoclie TpekpaiieHus Ttepanuu. llpu mpumeneHuun
BOPUKOHA30J1a HEYaCcTO HAOIIOAATNCH CITydaH TSHKETION relmaTOTOKCUYHOCTH (JKENITyXa, TeNaTHT |
MEYEHOYHO-KJIETOYHAs HEeJIOCTATOYHOCTh, MPUBOASIIAS K CMEPTH) Yy HAIlEHTOB C CEPhE3HBIMU
OCHOBHBIMH 3200JICBAaHHSIMH.

HexxenaTtenbHble SBJIEHUS CO CTOPOHBI NEYEHH HAONIONAIOTCA, B OCHOBHOM, Yy MAI[MEHTOB C
Cepbe3HBIMU 3a00JIEBAaHUSMHU, TIIABHBIM 00pa30M, 3JI0KAYECTBEHHBIMU OMYXOJSMHU KPOBH. Y
NaIeHTOB 0e3 Kakux-Inbo (akTOpoB pucKa HAOIIONAIOTCA MPEXOAAIINE PEaKLUU CO CTOPOHBI
MIEYCHU, BKJIIOYAs TEMaTUT U KeNTyXy. Hapymienuss GpyHKIMM medyeHu OOBIYHO OOpaTUMBI U
MPOXOJAT MOCIIE MPEKPALCHUS JICUCHHUS.

Monumopune ¢pynkyuu nevenu

Bo Bpems seueHHs BOPHUKOHA30JIOM PEKOMEHIYETCS IMOCTOSHHO KOHTPOJMPOBATH (DYHKIIHIO
MEYCHU KaK y JIeTel, Tak W y B3pocibix. KIMHMYECKoe BEIEHUE TAaKUX MAlMEHTOB JOJKHO
BKJIIOYATh JIAOOPATOPHYIO OLEHKY (YHKIMH Me4YeHH (B YACTHOCTH, ONpEJeIeHHE aKTUBHOCTH
ACT u AJIT) B Hayase ne4eHUs] BOPUKOHA30JIOM U HE PEXKE OJAHOrO pas3a B HEJAENI0 B TEUCHUE
MEpBOro Mecslla Tepanuu. B ciyyae mpoAobKeHUs JIeUeHUs NMPU OTCYTCTBHM M3MEHEHHH cO
CTOPOHBI OMOXMMHYECKHX MOKa3aTeseil (yHKIMU IEYeHH 4acTOTa JJabopaTOPHOro 00CIEIOBaHUS
MOKET OBITh YMEHBIIEHAa JO0 OJHOTO pa3a B Mecdal. [Ipu BBIpa)KEHHOM MOBBIINICHUU
OMOXMMHYCECKHUX TIOKa3aTeliel (yHKIMH IMeYCHH BOPUKOHA30JI CJIEyeT OTMEHHUTh, €CITU TOJIBKO
COOTHOIIIEHUE TOJIb3bl U PUCKA TEpaIllU COTJIACHO MEIUIIMHCKOM OIIEHKE HE ONpaBIbIBACT €€
JlaJibHEWIIEee TPUMEHECHUE.

3pumenvHule Hapyuienus

[Ipu neueHun BOpHKOHA30J0M HpuMepHO y 21 % mnauueHTOB HAONIONAETCS HApyLIEHUE
3pUTENILHOTO BOCHPUSATHA: 3aTyMaHMBAHHE 3PEHHS, H3MEHEHHE I[BETOBOTO 3pPEHUS WJIH
dorododus. HapymeHus: 3peHUs SBISIOTCS MPEXOSIIMMUA W TIOJHOCTBIO OOpaTUMBIMH;, B
OOJIBIIMHCTBE CIy4aeB OHU CaMOMPOU3BOJIBHO Mcue3aroT B TeueHue 60 muH. [lpu moBTOpHOM
NPUMECHCHUH BOPUKOHA30JIa OTMEYAeTCsl OCHa0JICHHEe WX BBIPAKCHHOCTH. 3PHUTCIIBHBIC
HapYIICHUs OOBIYHO JIETKO BBIPAXKEHBI, PEAKO TPEOYIOT MpEeKpaleHus JISUSHUs] U He TIPUBOMST K
KaKHM-JTU0O OTJAJICHHBIM ITOCJIC/ICTBUSIM.

MexaHu3M pa3BUTHUSL 3PUTENBHBIX HAPYIIEHWH HEU3BECTEH. YCTAHOBJIEHO, YTO BOPHKOHA30J
CHIKAET aMIUIUTY/y BOJH Ha dJieKkTpopetnHorpamme (OPIY) y 3mopoBeix 1006poBosibiieB. JlaHnHbIe
u3MeHenus: DPI' He HapacTaiu Mpu MPOJOHKEHUU JIeUeHHUs B TedeHHe 29 AHEeH M MOJHOCTHIO
ycyesalid mocjae OTMEHbl BOPUKOHA30J1a.

JlnurenpHasi Tepamusi BOPUKOHA30JI0M (B cpeHeM B TedeHue 169 aHel) y MalMEeHTOB C
MapaKOKIMINOWI030M HE OKas3blBaja KIMHUYCCKH 3HAYMMOTO JPQeKkra Ha 3PHUTEITHHYIO
GYHKIMIO, YTO TMOATBEPIWIA PE3YyIbTaThl TECTOB HA OCTPOTY 3pPEHUs, 3PUTENBHBIX TMOJEH,
[[BETOBOCIIPHSITHS K KOHTPACTHOM YYBCTBUTCIILHOCTH.

[To naHHBIM MOCTPETUCTPALMOHHBIX UCCIEAOBAHUN COOOIIAETCS O Pa3BUTHH CIIy4aeB 3pUTEIbHBIX
HApYIICHUN, COXPAHSIOMIUXCS TPOJODKUTEIPHOE BpEeMs, B YaCTHOCTH, BO3HUKHOBEHHUE
«TIeTIEHBI» TIEpe/ TTIa3aMU, HEBPUT 3pPUTEILHOTO HEPBA M OTEK IMCKa 3pUTeIbHOro HepBa. Crneayer
OTMETHUTh, YTO JAHHBIC HAPYIICHUS PA3BHBAIOTCS YaIlle BCETO Y TSHKEIOOOJBHBIX IMAllMEHTOB
W/WIM  TIONYYalolIMX COMYTCTBYIOIIYIO Tepamnuio, KOTOpas MOXET BbI3bIBaTh MOJI0OHBIE
HE)KEJIATEeJILHBIC SIBIICHUS.

Heoicenamenvhuie s61€HUsA cO CMOPOHBL NOYEK

VYV TaxKen000JbHBIX MAIMEHTOB, IMOJIYYalolX BOPUKOHA30JI, OTMEUAJUCh CIIydau PpPa3BUTHUS
OCTPOI TIOYEHHOH HEJOCTATOYHOCTH, YTO, BEPOSITHO, OBLIIO CBS3aHO C Tepamueil OCHOBHOTO WJIH
COITYTCTBYIOIINX 3a00JIeBaHI He(YPOTOKCUIHBIMU JICKAPCTBEHHBIMH CPEJICTBAMH.

Monumopune ¢ynxyuu novex

[TarueHTOB CcieayeT HAOMIOAATh C [EIbI0 BHISBICHHUS NMPU3HAKOB HAPYIICHUS (YHKITUH TTOYCK.
s 5Toro HEOOXOAMMO MPOBOAMTH JIA0OPATOPHBIE MCCIEIOBAHMS, B YaCTHOCTHU, OMPEICIsATh
KOHIICHTPAIMIO KPEaTHHUHA B CBIBOPOTKE KPOBU (CM. pazzaen 4.2).

Monumopune @yHKyuU ROONHCETYOOUHOU JHcele3bl
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XUMHOTEpanus, TPaHCIUIAHTAIMSI TE€MOIMO3TUYECKUX CTBOJIOBBIX KJIETOK) JOJKHBI IPOWUTH
o0cienoBaHue (ONpeesIEHNEe aKTUBHOCTH aMUJIa3bl U JIMIIA3bl B CHIBOPOTKE KPOBHU) JIJIsl PELLIEHUS
BOIPOCA O Teparuu BOPUKOHA30JIOM.

Heoicenamenvhuie si6nenus co cmopomsl Kodxcu

[Tpu Tepanuy BOPUKOHA30JIOM YacTO Pa3BUBAIOTCS KOXKHBIE PEaKLMU, B OCHOBHOM, Yy MallUEHTOB
C CEepbe3HBIMH OCHOBHBIMH 3a00JICBaHUSMH, OJHOBPEMEHHO TNPUHUMAIOUINX JpPyrue
JIEKapCTBEHHbIE cpeAcTBa. B OONBIIMHCTBE Ciy4yaeB OTMEYalach JETKO WM yMEpPEHHO
BbIpaKCHHAs KOYKHAs ChIIIb.

Bo Bpemsi 1edyeHHMs BOPHUKOHA30JI0M Y TMallMEHTOB HAOMIONAIMCh CIIydad TSDKEIBIX
HEXEJIATeNIbHBIX KOXKHBIX peakiuil, Takux kKak cuHiapoM CrtuBeHca-/[)KOHCOHA, TOKCUYECKUU
SNUACPMATbHBI  HEKPOJIM3, JIEKAPCTBEHHAsl peakuuss C DS03MHOPWIMEH U CUCTEMHBIMU
cumnromamu (DRESS), xotopeie MOTYT OBITH KM3HEYTPOKAIOIUMH WIIM CMEPTEIbHBIMU (CM.
pasnen 4.8).

Ecnn y manueHTa pa3BUBArOTCS TSAXKEJIbIE HEXKEJIATEJIbHBIE KOXKHBIE PEaKLUH, TO BOPUKOHA30J
CJIelyeT OTMEHUTb.

Tak Kak BO BpeMs TEpanmul BOPUKOHA30JIOM BO3MOXHO pa3BUTHE (POTOCEHCHUOMIM3ALNH, TO BO
BpeMsl JIeUCHHs MalMeHTaM (B TOM YHCJIE U JIeTAM) pEeKOMEHIyeTcs M30eraTh BO3ACHCTBUA
OPSIMBIX COJIHEYHBIX JIy4ed M NPUHHUMATh 3aIUTHBIE MEpbI, TaKU€ KaK HOIICHHUE OJEKIbl U
NPUMEHEHHUE CONHIE3AlIUTHBIX CPEICTB C BBICOKMM KO3 (duIMEeHTOM 3aluThl  OT
yneTpaduoneroBoro uznydenus (SPF).

Heoicenamenvhvie sgnenus co cmoponsl HAONOYEYHUKO8

OOpatumble ciayyad HaAllOYEYHUKOBOM HEJOCTATOYHOCTU OBUIM  3aperHCTPUPOBAHBl Y
NAI[MeHTOB, TMOJIYYalOIIUX a30Jibl, BKJIIOYas BopukoHa3ou. Coolmanoch o0 ciydasx
HEJ0CTATOYHOCTU KOpBI HAAMNOYEUHUKOB y MALMEHTOB, MOJYYaIOUIMX a30Jibl OJHOBPEMEHHO C
KOPTUKOCTEPOUAAMH WU 0€3 HUX.

VY nanueHToB, MOJyYarolMX a30ibl 0€3 KOPTUKOCTEPOUJIOB, Pa3BUTHE HEAOCTATOYHOCTU KOPbI
HAAMOYEYHUKOB CBSA3aHO C MPSMBIM HHTMOUPOBAHHEM CHHTE3a CTEPOHIOB a30JIaMHU.

Y  nanueHToB, MNPUHUMAIOIMIMX KOPTHUKOCTEPOW[bl, WHIMOMpPOBaHME MX MeTaboiu3Mma
uzopepmentom CYP3A4, cBsizaHHOE C BOPHKOHA30JI0M, MOXXET IMPUBECTH K H3OBITOUHOM
BBIPAOOTKE KOPTUKOCTEPOUIOB U MOAABICHUIO (DYHKIIMH KOPHI HAAMOUYEYHUKOB (CM. pazzen 4.5).
Cunzapom Kymmnra ¢ 1 6e3 mocieayromnero pa3BUuTus HeI0CTATOYHOCTH KOPbI HaAMOYEYHUKOB
TaKKe OTMEYalcd Yy MANUEeHTOB, IOJIyYalOLIMX  BOPUKOHA30Jl  OJHOBPEMEHHO C
KOPTUKOCTEPOUIAMH.

[TarueHTsl, MoONydYaromUe JJIUTENIBHOE JICYEHHE BOPUKOHA30JI0M M KOPTHUKOCTEPOUJIAMU
(BKJIIOYAst MHTAIALIMOHHBIE KOPTUKOCTEPOU/IbI, HATIpUMeEp, OYZAECOHMT), JOJKHBI HAXOAUTHCS MO
TIIATEIbHBIM HAOJIIOJIEHUEM Ha MpeIMEeT HapylIeHUs (YHKIMH KOpbl HAANOYEYHUKOB KaK BO
BpeMsl JICUEHHs, TaK M IOCJe MpeKpalleHus NPUMEHEHHUs BOpHKOHazosa (cM. paszgen 4.5).
[TarueHTsl JOJKHBI OBITH MPOMH(MOPMHUPOBAHBI O TOM, YTO HEOOXOIMMO oOpamaTthcs 3a
HEMENJIEHHOW MEIMIMHCKON IIOMOINBIO, €CIM y HHUX MOSABISIOTCA NPU3HAKK M CUMIITOMBI
cunapoma KymmmHra uinm HeocTaTOYHOCTH KOPbI HAa/IMOYEYHHUKOB.

Jnumenvroe neuenue

VY nanueHToB ¢ KOKHBIMH peaklusiMU (POTOUYBCTBUTEIBLHOCTH U JOMOJHUTEIBHBIMU (aKTOpaMu
pHCKa cooOIIaeTcs O pPAa3BUTHM IUIOCKOKJIETOYHOTO paka KOXH M MeJaHOMbl Ha (oHe
NPOAOLKUTENBHON Tepanuu. [Ipu BOZHUKHOBEHHMHU Y ManueHTa (OTOTOKCHYECKHX peakuuil OH
JIOJDKEH OBITh TNPOKOHCYJIBTUPOBAH COOTBETCTBYIOUIMMM CIEIMATUCTaMU M HaIlpaBlieH K
nepmarosiory. CrefyeT paccCMOTPETh BOZMOKHOCTh OTMEHBI BOpHUKOHa3oia. [Ipu npogomkenun
Tepanuy BOPUKOHA30JI0M, HECMOTPS Ha BO3HHMKHOBEHHE (DOTOTOKCHYECKHX MOPAKEHUH KOXKH,
NAIMEeHT JIOJDKEH PETyJSpHO MPOXOJIUThH AEPMaTOJIOTHYECKOE 00CIIEIOBAHNE C LIETIbI0 PAaHHETO
BBISBJICHHUSI M JICUEHHs NpPEJpaKoBBIX 3a0oieBaHui Koxu. Ecnm y manueHTa pas3BHBaIOTCA
MOpaXeHUs KOXKH, CBSI3aHHBIE C MIPEIPaKOBBIMU 3a00J1€BaHUSIMH KOXKH, TNIOCKOKIETOYHBIM PAaKOM
KOXXKM WM MEJIAaHOMOM, TO CIEQyeT pacCMOTPETh BOIPOC O TNPEKpPALICHUH Tepanuu
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BOPHKOHA3OMOM. (MOCNEQOBATENLHOCTL 0002)

Heunghexyuonnwiii nepuocmum

Hmerorcst cooOIICHHs O CIydasx Pa3BUTHS MEPUOCTUTA Y MAIMEHTOB TOCJE TPaHCIIAHTAIINY,
MOJYYaAIOUUX JUIMTEIbHYI0 TEpanuilo BOPUKOHA30J0M. Tepamuio BOPHKOHA30JI0M CJEAyeT
OTMEHUTH B CITydae, eCIH y MalrueHTa UMeeTcsi 00JIb B KOCTSIX M HAa PEHTTCHOTPAMME OTMEYAI0TCS
M3MEHEHUSs!, XapaKTepHbIe JIIsl IEPUOCTHUTA.

Hapromuueckue ananveemuxu xopomxoco oeticmeusi (cyocmpamol uzogepmenma CYP3A4)
[TockonbKy MepUOJl MOJTYBBIBEIACHHS aleHTaHWUA MPH €ro OJHOBPEMEHHOM IMPUMEHEHUU C
BOPHUKOHA30JI0M YBEJIMYMUBACTCS B 4 pa3a, HEOOXOIUM TIIATEIbHBI MOHUTOPUHT HEXKEIATEIbHBIX
ABIICHUH, CBSI3aHHBIX C MPUMEHEHHEM HapKOTHMUYECKUX AaHaJIbIeTHKOB, BKJIOYas Oosee
MPOJOKUTEIBHBIA MOHUTOPHUHT (DYHKITHH JTBIXAHUSI.

Hapxomuueckue ananveemuxu onumenvroeo oevicmeus (cyocmpamol uzogpepmenma (CYP3A4)
CrnenyeT npeaycMOTPETh BO3MOKHOCTh CHIDKEHUS T03bI OKCUKOJOHA U APYTUX HAPKOTHUECKUX
AQHAJIBIETUKOB TPOJIOJDKUTENILHOTO JIEHCTBUS, KOTOpPbIe METa0OJIM3UPYIOTCS H30(EPMEHTOM
CYP3A4 (rumpokosoH) MpU OJAHOBPEMEHHOM INPHUMEHEHUH C BOpHKOHa3ojoM. Heobxommmo
MPOBOAUTH THIATENBHBI MOHUTOPUHI HEXEJAaTeIbHBIX SIBJICHUN, CBA3AHHBIX C MPUMEHECHHEM
HApPKOTUYECKUX aHAIBI€TUKOB (CM. pazzen 4.5).

Denumoun (MowHwll UHOYKmMop yumoxpoma Paso u cyocmpam uzogpepmenma CYP2CY9)

[Tpu oHOBpEMEHHOM NPUMEHEHUU (DEHUTOMHA M BOPHKOHA30J1a PEKOMEHYeTCSl OCYIIECTBIISITh
MOCTOSTHHBIA KOHTPOJNb KOHLEeHTpauuu Qenuronna. Ilo Bo3MokHOCTH cieqyeT wu30eraTh
OJIHOBPEMEHHOTO NMPUMEHECHHSI BOPUKOHA30J1a ¥ (DEHUTOWMHA 33 HCKIIFOUEHUEM TeX CITy9aeB, KOTIa
O’KHJaemasi 1oJib3a MPEeBHIIIaeT BO3MOXKHBIN pUCK (cM. pa3zaen 4.5).

Dghasupens (HeHYKIe03UOHbIU UHSUOUMOP 0OPAMHOU MPAHCKPUNMA3bL, UHOYKIOP YUMOXPOMA
Paso, uneubumop u cyocmpam uzopepmenma CYP3A4)

B cnydyae omHOBpeMEHHOrO NPUMEHEHHS BOPUKOHA30J7a M 3(aBUpEH3a 03y BOPUKOHA30JIA
cienyet yBenuuuTh 10 400 mr 2 pasza B CyTKH, a 03a 3aBUpeH3a J0JbKHA ObITh cHUxkeHa 710 300
Mr Kaxzsie 24 4 (cm. pazaen 4.5).

I'nazoezu6 (cyocmpam uzogpepmenma CYP3A4)

Oxwumaercsi, 4TO OJHOBPEMEHHOEC NPHMCHECHHWE BOPUKOHA30JIa TIIOBBIIMIACT KOHIICHTPAIIHIO
riazzeruoa B Iia3Me KpoBU U MOBBIIIAET pucK yniauHenus uatepsana QT (cm. paznen 4.5). Eciu
HEBO3MOXKHO H30eKaTh OJHOBPEMEHHOTO MPUMCHECHHS, PEKOMCHIYETCS YacTO IPOBOIUTH
MoHuTOpHHT KT

Pughabymun

OpnHoBpeMEHHOE TMPUMEHEHHE BOpPUKOHA301a W pH(adyTHHA MNPOTUBOMOKA3aHO, TaK Kak
prhabyTHH 3HAYUTEITLHO CHUKACT KOHIIEHTPAIINIO BOPHKOHA30J1a B TIa3Me KPOBH.

Pumonaeup (mowmwiti unoykmop yumoxpoma P450, uneubumop u cybcmpam uzopepmenma
CYP3A4)

[TpuMeHATh OJHOBpEMEHHO BOPUKOHA30J M PUTOHABUP B HU3KHX M03ax (100 Mr 2 pa3a B CyTKH)
CJIeZlyeT JIUIIb B TOM CIlydae, €Clii OXHIaeMas IMojib3a OT IprueMa BOPUKOHA30JIa 3HAYUTEIHHO
MIPEBBIIIAET PUCK OT UX COBMECTHOTO MpUMEHEHus (cM. pa3aensl 4.3 u 4.5).

Deeponumyc (cyocmpam uzoghepmenma CYP3A4 u P-enuxonpomeuna)

OpnHoBpeMEeHHOE MPHMEHEHHE BOPHUKOHA30Ja M HSBEpPOIUMYyca HE PEKOMEHIYyeTcs, TaK Kak
OKHJACTCS, YTO BOPHKOHA30JI 3HAYMTEIHHO MOBBIMIAET KOHIICHTPAIMIO IBEPOIMMYCa B TUTa3Me
kpoBu. Ha nmaHHBIE MOMEHT HE MMeeTCs AOCTATOYHOW HHQOpMAIUHU Ui PEKOMEHIAIUU TI0
KOPPEKIIUY PeKUMA JIO3UPOBAHHS.

Memaodon (cyocmpam uzoghepmenma CYP3A4)

[ToBbIeHNE KOHIIEHTPALIMKA METAJIOHA B TUTa3Me KPOBU MPUBOIMT K MPOSBICHUIO TOKCHUECKUX
sbdekroB, Bkmoyas yammHeHue wuHTepBama QT. I[lpu  ogHOBpeMEHHOM TNPUMEHEHHH
BOPHKOHA30J1a ¥ METaJl0Ha HEOOX0IMMO BHUMATEIHHO CIICIAUTH 3a MPOSIBIICHHEM HEXKeIaTeIbHBIX
u Tokcuueckux 3¢ dexroB. [Ipyn HEOOXOAMMOCTH 7032 METaJ0HA MOXKET ObITh CHIKEHa (CM.
pasnen 4.5).

@nyxonazon (uneubumop uzopepmenma CYP2C9, CYP2C19 u CYP3A4)
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CMNEPTHOMY OTUETY

MPUBOJIUT K 3HAYUTEIbHOMY NOBBINIEHUIO Cmax 1 AUCt BopukoHazousa. [logxondmmili pexxum
KOPPEKIIUU JT03bI W/WIM 9acTOTHI MpHUeMa BOPUKOHA30J1a U (IyKOHA30JIa HE YCTAaHOBJICH. B ToM
Clly4ae, €ClIM BOPHMKOHA30J IMpUMEHseTcsl mocie (iaykoHas3oja, pEeKOMEHAYeTCs MpPOBOJIUTH
THIATEJIBHBIA KOHTPOJIb HEXKENATEIbHBIX PEAKIIUN, CBA3aHHBIX C TPUEMOM BOPUKOHA30JIA.
Hnghopmayus o HeKomopwvlx 6CnOMO2amebHbIX 8eulecmeax, 6X00auux 6 COCmas npenapama
Kaxnpiii ¢uiakon mpenapara cofaeput 217,6 Mr HaTpus, 3TO HEOOXOIWMO YYHUTHIBATH IPHU
NPUMEHEHUHU IIpernapaTa y MalHUeHTOB, KOTOPbIe MPHUAEPKUBAIOTCS AMETHI C OrpaHUYCHHEM
MOCTYIUICHUSI HATPUSI.

Peaxyuu, cesazanuvie c sgedeHuem

[Tpu BHYTPHBEHHOM BBEJICHUU BOPUKOHA30JIa HAOIIOIAI0TCS CBsI3aHHBIC ¢ MH(Y3UEH PeaKIlii, B
YaCTHOCTH, «IIPWJIMBBI» KPOBH K KOKE€ JIMIA U TOUIHOTA. ECiM 3TH CUMNTOMBI BBIPAXKEHBI, TO
cienyeT 00CyIuTh 1enecoo0pa3HOCTh MPEKpaIeHUs JIedeHus (CM. pasaen 4.8).

eTH
O¢ddexTuBHOCTE M 0€30IACHOCT NPUMEHEHUsI BOPUKOHA30J1a y JIeTeil B Bo3pacTe A0 2 JeT He
U3y4danuch. BoprukoHa301 nokas3aH AJis IPUMEHEHMs y JIeTeil B Bo3pacTe OT 2 JIET U CTaplile Ipu
IOCTOSIHHOM KOHTpoJie ()yHKLMHU TeyeHH. Y JAeTeil yalle 0TMe4aeTcsl MOBbIILIEHHE aKTUBHOCTH
(dbepMeHTOB nieueHU. brosocTymHOCTh BOPUKOHA30J1a IPU IIPUEME BHYTPb Y J€TEH B BO3pacTe OT
2 1o 12 ner MokeT ObITh CHMXKEHA 3a CUET HApYLICHUs BCAChIBAHUS WMJIM 3a CUET IMOHM)KEHHOU
Macchl Tea. B Takux ciiydyasx N0Ka3aHO BHYTPUBEHHOE BBEIECHUE BOPUKOHA30JIA.
YactoTa (OTOTOKCHYECKHUX peakuui y jaereil Beimie. B cBsizu ¢ TeMm, 4To (OTOTOKCHUECKUE
MOpaXEHUs. MOTYT IepepOKIaThes B I1ockokinerounyto kapuuHomy (I1IKK), y nereit Heo6xoaumo
OPUMEHATh CTPOrMe€ MEphl IO 3allUTe KOXKU OT YyibTpaduosieToBoro uziaydeHus. Jlersm c
npu3HaKaMu (OTOCTapeHUs KOXKH, HAIPUMEp, JICHTUTO WM BECHYIIKH, PEKOMEHIyeTCsl m30erath
COJIHIIa ¥ 00CIIe10BaThCs y AepMaToIIora Jaxe Mmocje MpeKparieHus JIeYeHusl.

45  B3aumoneiicTBHe ¢ JAPYIMMH JIEKAPCTBEHHBIMH IpenapaTamMM H Jpyrue BH/bI
B3aNMOJAeHCTBUSA

HNuarnburops! nim nHAYKTOPH! H30dpepmentoB nuroxpoma Psso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BBI3BaTh, COOTBETCTBEHHO, MOBBIIICHNE WM CHIW)KEHHE KOHILIEHTpAallMM BOPUKOHA30JIa B
IU1a3Me KPOBH.

BopukoHna3oi HHrHOupyeT akTUBHOCTh H30(pepMeHToB utoxpoma Psso — CYP2C19, CYP2C9 u
CYP3A4, M MOXET IIOBBIATh IUIA3MEHHBIE KOHLEHTpPAlMM BEIIECTB, KOTOpBIE
MeTa0oIM3UPYIOTCA ¢ yyacTueM usodepmentoB nuroxpoma Psso (CYP 450), B wactHOCTH, 115
BEIIECTB, KOTOpbIe MeTabonm3upyoTcs nzopepmenrom CYP3 A4, Tak kak BOpUKOHA30 SBISETCS
cuibHbIM uHTHOMTOpoM CYP3A4, xo01a yBenmnuenne AUC 3aBucur ot cybOctpara (cm.
Tabnuity 3).

Tabnuna 3.

JlekapcTBeHHOE CPEACTBO
(MexaHU3M B3aMMO/1€eiiCTBUA)

B3aumopaeiicTBue: u3MeHeHUs!
(papmakoknHeTHYECKHX
napametpoB (%)

Pexomenaanumn npu
OJHOBPEMEHHOM NpHUMeHeHUHU

ActeMH30J1, ITU3anpu, MHUMO3HI,

XUHUJIVH, Tepdenaauu u
nBabpanuH

[cybcmpamet usoghepmenma
CYP3A4]

B3aumoneiicTBue HE H3y4alloCh,

OJHAKO  CYIUECTBYET  BBICOKas
BEPOATHOCTb, YTO TIIOBBIILICHHbBIE
KOHIIEHTpalllU JTAHHBIX

JIEKAPCTBEHHBIX CPEICTB MOTYT
MIPUBECTH K yJUIMHEHUIO HHTEPBaJia
QTc wm B pemkux ciydasx
BOZHUKHOBEHHIO  KEITyI0YKOBOH
TaxXUKapUU 110 TUITY «ITHPYITH».

IIporuBoONOKa3aHO
(cm. paznmen 4.3)
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JlekapcTBeHHOE CPeACTBO
(MexaHU3M B3aUMO/IeliCTBHUA)

BsaumoseiicThue: mamMeneHnst —

1057 FeRialiahl ige)

(apMaKOKHMHETHYEeCKUX
napameTpoB (%)

OJHOBPEMEHHOM IIPUMECHECHUHU

Kapbamazenua w  jmiurensHO | B3aumojeiictBue He u3ydaiocs, |[IpoTuBomokazaHo
IefCTBYIOMIIE 0apOuTYypaTHI | OTHAKO KapOaMasenuH u|(cM. paszgen 4.3)
(manpumep, (henobapOuTAaI, | IITUTEITHHO JIEHCTBYIOIIIHE
MegobapouTan) 0apOuTypaThl, BEPOSITHO, MOTYT
[mownbie UHOYKMOPbL | 3HAUUTETHHO CHIKATh
yumoxpoma Paso) TUTa3MEHHBIC KOHIICHTpAIH
BOPUKOHA30J1a
OcdaBupen3  (HEHYKJICO3UAHBIN
HHTHOUTOP obOpaTHOI
TPaHCKPHUIITA3HI)
[undyxmop  yumoxpoma  Paso;
uHeubumop u cybcmpam
usopepmenma CYP3A4]
OpHOBpEeMEHHOE npumeHeHne | Cmax 3¢paBupensa T 38% IIpuMeHeHre CTaHIApTHBIX 103

a¢aBupensa B noze 400 Mr onuH
pa3 B CyTKH W BOPHKOHAa30j1a B
no3e 200 mr iBa pasza B CyTKH™

OnHOBpEeMEHHOE MpUMEHEHUE
300 mr a¢daBupeH3a ogWH pa3 B
CYTKU U BopukoHasoia 400 mr nBa
pasa B CyTKu*

AUCrt sdasupensa T 44%
Ciax BopukoHazoga | 61%
AUCTt Bopukonasona |77 %

ITo cpaBHeHMIO ¢ 3(aBHPEH30M B
no3e 600 mr 1 pa3 B CyTKH:

Cinax 2daBupeHsa «»

AUC; sdasupensa T Ha 17 %

B cpaBHeHHMH ¢ BOPUKOHA30JI0M
200 mr 2 pa3a B CyTKH:
Crax BopukoHa3omaa T 23 %

BOpHKOHa30sa u d¢aBupeH3a B
no3e 400 Mr oauH pa3 B CYTKH
IPOTHBOIOKa3aHo (CM. pazaen 4.3).

OnHOBpEMEHHOE MIPUMEHEHUE
BO3MOXXHO, eclu
MOJIICPKUBAIOIIAS o3a

BOPHMKOHA30J1a Oy/IeT MOBBIIIEHA 10
400 Mr nBa pasza B CyTKH, a J03a
a¢aBupensza cHmwkeHa 10 300 Mmr
OIMH pa3 B cyTku. [Ipm ormeHe

AUCt Bopixonasona | 7 % Tepanuu BOPUKOHA30JI0M
HavyanmpHas  no3a  d¢aBUpeH3a
JIOJDKHA OBITh BOCCTAHOBJICHA.

ATKamounIbI criopsiHbM | BzaumoneiictBue BopukoHasona c|lIporuBonokaszano
(mammpumep, 3proTaMuH U | aJIKAIIONIaMHU CHIOPBIHBH | (cM. pa3aen 4.3)
TUTHAPO3PTOTAMIH) (aproTamMuHOM u
[cyocmpamut uzogepmenma | TATHAPOIPTOTAMHUHOM ) HE
CYP3A4] W3y4yalloch, OJIHAKO CYIIECTBYET

BBICOKAs BEPOATHOCTb, 9TO

BOPUKOHA30JI MOXKET BbI3bIBATH

MOBBIIICHUE KOHUEHTpalui

JIAHHBIX TIPENapaToB B IUIa3Me

KPOBH M IPUBOAMTH K OPTOTHU3MY.
Jlypaszunon B3aumopaeiictBue BopukoHasosa ¢ |IIporuBonokasano
[cyocmpamor usohepmenma | IypasuioHOM  HE  H3Y4ajioch, |(cM. pasmen 4.3)
CYP3A4] OJTHAKO BOPWKOHA30JI, BEPOSATHO,

MOXKET 3HAYUTENHHO TIOBBIIIATh

IJIa3MEHHEBIC KOHLIEHTPAlluU

JIypa3ujoHa.
Hanoxceron BzaumopeiictBue Bopukonazona c|[IporuBomnokazano
[cybcmpamet usohepmenma |HaJIOKCErojIOM  HE  H3y4ajioch, |(cM. pasmen 4.3)
CYP3A4] OJIHAKO BOPHKOHA30JI, BEPOSTHO,

MOXXET 3HAYUTEIHHO IIOBBINIAThH

TJIa3MEHHbBIE KOHIIEHTPAIHH

HaJIOKCEToJa.
Pudabyrun IIpotuBONOKa3aHO

[MOwHbLE UHOYKMOP YUMOXPOMA
Paso]

(cm. paznmen 4.3)

10



o
L Lyl

AL N L

oT

TEBETCTEYET ZKCNEPTHOMY OTYETY

P e
L Y ‘-,J' '| FILE
s L - L L

01

JlekapcTBeHHOE CPeACTBO
(MexaHU3M B3aUMO/IeliCTBHUA)

BsaumoseiicThue: mamMeneHnst —

1057 FeRialiahl ige)

(apMaKOKHMHETHYEeCKUX
napameTpoB (%)

OJHOBPEMEHHOM IIPUMECHECHUHU

300 Mr oguH pa3 B CyTKH

300 Mr omuH pa3 B CyTKH (mpHu
OJHOBPEMEHHOM TIPUMEHEHHH C
BopukoHazosioM 400 mMr Ba pa3a B
CyTKH) *

Chmax BopukoHasoua | 69 %
AUCt Bopukonazona |78 %
Chnax pudpadyrrra T 195 %
AUCt pucadbytuna 1331 %

B cpaBHeHuuM c BOPHKOHA30JI0M
200 Mr aBa pa3a B CyTKH:

Crmax Bopukonazona T 104 %
AUCt Bopukonazona T 87 %

Pudammurua (600 Mr onuH pa3 B
CYTKH)

[mowmbiil undyxmop yumoxpoma
Puso]

Cmax BopukoHazona |93 %
AUCt Bopukonazona |96 %

IIpoTrBOMOKa3aHO
(cm. pazmen 4.3)

PuronaBup (MHTHOMTOpP TIpOTEa3)
[mowmeiii unoykmop yumoxpoma
Puso; uneubumop u cybcmpam
usogpepmenma CYP3A4]
Bricokue 10361 (400 mr 1Ba paza B
CYTKH)

Hwuzkue no3er (100 Mr qBa pasa B
cyTkm)*

Ciax 1 AUCt puToHaBupa <
Crax BOpHKOHa3ona |66 %
AUCT BopukoHnasona |82 %

Cmax puroHasupa | 25 %
AUCt putonasupa | 13 %
Cmax BopukoHazona | 24 %
AUCt Bopukonazona | 39 %

OmHOBpEMEHHOE MIpUMEHEHUE
BOPHKOHA30J1a ¥ BBICOKMX 103
putoHaBupa (400 Mr u BbIIE ABa
paza B CyTKH) IPOTHUBOIIOKA3aHO
(cm. pazmen 4.3)

[MpumensTs OJTHOBPEMEHHO
BOPHKOHA30J] ¥ PHTOHAaBHp B
HU3Kkux npo3ax (100 mr 2 pasa B
CYTKH) CIIe[yeT JIMIIb B TOM
cllydae, €cii OXKHaeMast ojb3a OT
npuema BOPHUKOHA30J1a
SHAYUTCIIbHO IPCBBIIIACT PUCK OT
UX COBMECTHOTO TIPHMEHEHHSL.

3Bepoboit TIPOABIPSIBIICHHBIN
[unoyxmop yumoxpoma Paso u P-
anuxonpomeural

300 Mr Tpu pasza B CYTKH
(omHOBpEeMEHHOE TMPUMEHEHHE C

CoryacHO JTaHHBIM HE3aBUCHMOTO
UCCIIEZIOBAHUS:
AUC,.., Bopukonasona | Ha 59 %

IIpoTtuBonoKkazano
(cm. paznmen 4.3)

OJIHOKpaTHOM JI0301
BopukoHazoua 400 Mr)
TonBanTan BzaumopeiictBue He u3ywanocs, |[IporuBomnokazano
[ev6empam usoghepmenma |OJHAKO BOPUKOHA30JI, BEPOATHO, |(cM. pa3men 4.3)
CYP3A4] MOXET 3HAYUTEIBHO IIOBBIIIATH
TIa3MeHHbBIE KOHIEHTPAIIH
TOJIBAIITaHA
Beneroxiakc BsaumogeiictBue He wu3ydanock,| OTHOBpEMEHHOE MIPUMEHEHUE
[cybcmpam CYP3A] OJIHAKO BOPHUKOHA30ll, BEPOSATHO, BOPMKOHA30JIa U BEHETOKIIAKCA
MOXKET BBI3bIBaTh 3HAYMTENHHOE |IPOTHBOIIOKA3aHO B Hayale
TIOBBIIIICHHE IJTa3MEHHBIX | TEpallid  BEHETOKJIAKCOM U BO
KOHIIEHTpALMii BEHETOKJIaKCa BpeMs TUTPOBAHUS JI03bI
BEeHeTOKJakca (cM. pasgen 4.3).
Tpebyercs CHUKCHUE JTO3bI

BEHETOKJIakca B (pa3e MOCTOSHHOM
CYTOYHO# 703bI B COOTBETCTBUHU C
HHCTPYKLMSAMH 110 IIPUMEHEHHUIO
nperapara; pPEKOMEH TyeTCst
TIATENLHBIN KOHTPOJIb HA TPEIMET

O6Hapy>KeHI/I$I IMPU3HAKOB

11
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(apMaKOKHMHETHYEeCKUX
napameTpoB (%)

OJHOBPEMEHHOM IIPUMECHECHUHU

TOKCHUYHOCTH.

®dnykonazon (200 Mr onuH pa3 B
CYTKH)

[uneubumop uzopepmenmos
CYP2C9, CYP2CI19 u CYP3A44]

Chmax BopukoHasona T 57 %

AUCT Bopukonazona T 79 %
Hzmenenus Cmax un  AUCt
(byKoHa30J1a HE YCTAHOBJICHEI

Ilogxomsimuii pekUM KOPPEKLUHU
036l  W/WJIM  9acTOTHl IIpHeMa
BOPHMKOHA30JIa M (DIIyKOHA30/1a HE
ycTaHoOBJIeH. B Tom ciyuae, eciu
BOPUKOHA30J1 MPUMEHSAETCS MOCTe
(hmykoHazomna, pEeKOMeHTyeTCs
MPOBOJIUTH TIIATEIBHBIN KOHTPOIb

HEKeNaTeIbHbIX peaKItuii,
CBSI3aHHBIX c MPUEMOM
BOPHKOHA30J1a.

denuronH [cybcmpam

uzogpepmena CYP2C9 u mowmwiii

UHOYKmMop yumoxpoma Paso)

Crax BopukoHasoia | 49 % Crnenyet n30erartb
300 Mr ouH pa3 B CyTKH AUCt Bopukonazona | 69 % OJTHOBPEMEHHOT'O npuema

300 Mr oauH pa3 B CYTKH
(omHOBpEMEHHOE TPUMEHEHHE C
BOpHKOHa30710M B jgo3e 400 wmr
JIBa pa3a B CyTKH)*

Cmax penuronna 1 67 %

AUCt penurouna 1T 81 %

B cpaBHeHMH ¢ BOPHMKOHA30JI0M
200 mr aBa pa3a B CyTKH:

Chax BopukoHazona T 34 %

AUCt Bopukonazona T 39 %

BOpPHKOHAa301a W (EHUTOMHA, 3a
UCKIIIOYCHHEM  CIydaeB, Koria
1ojb3a JUIsl MallUeHTa MPEBbIIIacT
PHCK. Pexomennyercs
KOHTPOJIMPOBATH IUIa3MEHHbIE
KOHIICHTpaIMi ()eHUTOWHA.

OnHOBpEMEHHOE MIPUMEHEHUE
BO3MOYXKHO TOJIBKO B CIIy4yae, €ciu
Mo IIep KUBAOILAs 1032
BOPUKOHA30J1a Oy/IeT yBelIn4eHa 10
5 mr/kr BHyTpuBeHHO M ¢ 200 mr
10 400 Mr BHYTpb J1Ba pa3a B CyTKH
(Y manyeHToB ¢ Maccoii Tesa MeHee
40 xr co 100 mr no 200 Mr BHYTpb
JIBa pa3a B CYyTKH).

JlerepmoBup Crax Bopukonazona | 39 % Ecnu  HeBO3MOXHO — HM30eXkaTh
[unoyxkmop usoghepmenmos | AUCo.12 BopukoHasona | 44 % OJTHOBPEMEHHOTO MIPUMEHEHUS
CYP2C9 u CYP2C19] Ci12 BopukoHazona | 51 % BOPUKOHAa30/1a U JIETEPMOBHUPA,
HE00X0IUMO KOHTPOJIMPOBATh
COCTOSIHUE TIallMEHTa Ha IpeaMeT
CHIDKEHUS a¢dhexTuBHOCTH
BOPUKOHA30J1a
I'mazneru6 B3anmopeiictBue He wu3y4anock,|Ecim  HeBo3MOXKHO — m30exkaTh
[cybcmpam uzogepmenma | OgHAKO OKHaaeTcs, YTO | OJHOBPEMEHHOTO  TPHMEHEHUS,
CYP3A4] OJTHOBPEMEHHOE MpUMEHEHHE | pPEKOMEHTYEeTCS YacTO MPOBOIUTH
BOPUKOHA30J1a nosbIaetT | MoHUTOpUHT OKI'.
KOHIIEHTpaIMio  ria3nernda B

IUIa3Me KPOBU W MOBBIMIAET PHCK
yanuHeHus nuatepsaia QT.

HNHrHONTOPHI THPO3WHKUHAZEI

[cybcmpamet usoghepmenma
CYP3A4]

(anpumep, aKCUTUHHO,
00CyTHHHO, Ka003aHTHUHHO,
LEPUTHUHUO, KOOMMETHHUO,
nabpadenuo, Jla3aTHHHO,
HUJIOTHHHO, CYHUTHHHO,

HOPYTUHHO, pHOOIIMKITHO)

B3aumoneiicTBue HE U3y4alloCh,
OJIHAKO BOPHUKOHA30JI IOBBIIAET
IJIa3MEHHBIE KOHIICHTpaIuu
WHTUOUTOPOB TUPO3UHKHUHA3BI,
meTtabommsupyembix CYP3A4.

Ecan  HeBO3MOXHO  m30€XarTh
OHHOBpCMeHHOFO HpI/IMeHeHI/ISI,
PEKOMEHIyeTCsI CHIKEHHE J103bI
WHTHOUTOPA TUPO3HMHKHHA3HI.

12
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OJHOBPEMEHHOM IIPUMECHECHUHU

AHTHKOAryJIsIHTHI

Bapdapur (30 Mr omHOKpaTHO
OJTHOBPEMEHHO C BOPHUKOHA30JIOM
300 Mr pmBa pa3a B CYTKH)

[cybcmpam usoghepmenma
CYP2C9]

Hpyrue nepopajibHbIE
AQHTHUKOATYJISTHTBI, HaTnpumep,
(heHIIPOKYMOH,  allEHOKYMapoJ
[cybcmpamel usophepmenmos

CYP2CY9 u CYP344]

YBenuueHue MaKCHUMAaJIBHOTO
MIPOTPOMOMHOBOTO BPEMEHH OBLIO
MPUOJM3UTEILHO B IBa pasa.

[Ipenmnonaraercs, 4TO
BOPHUKOHA30JI MOKET YBEIIMINBAThH
MJIa3MEHHBIE KOHIICHTpaIluu
KyMapHWHOB, 9YTO MOXKET MPUBOIUTH
K TIOBBIIIEHUIO MPOTPOMOMHOBOTO
BpEMEHU

Ecnu manumenTaM, moiTydaronum
mpenapaTsl KyMapyuHa, Ha3HAYaroT
BOPHUKOHA30J, HEOOXOAMMO C
KOPOTKHMU HHTEpBaJaMU
KOHTPOJIMPOBATH MMPOTPOMOMHOBOE
BpeMss M COOTBETCTBYIOIINM
obpazom moadupaTh JTO3BI
AHTUKOATYJISTHTOB,

Usakadtop B3aunmopeiictBue He U3y4anock,|PexkoMeHIyeTcsl CHIDKEHHE 03Bl
[cyoempam usohepmenma|0IHAKO BOPUKOHA30JI, BEPOSTHO, |MBaKadTOpa.
CYP3A4] MOXXET TIOBBIMIATh IIJIa3MEHHEIE

KOHIICHTpaIlMK HuBaka)Topa, 4YTO

MOJKET MPHUBOJUTH K TOBBIIICHHUIO

puUCKa  pa3BUTHUSA MOOOYHBIX

peaKuuu.
O30MUKIOH [cybcmpam | B3aumopelicTBie He H3y4anoch, | PeKOMeHIyeTcss CHMKEHHE 03B
usogpepmenma CYP3A4] OJTHAKO OKHIaeTCs, YTO | H30THKIIOHA

BOPUKOHA30IT YBEINYNBACT

IUIa3MEHHBIE  KOHIIEHTpauuu U

CeaTHBHEIN () (EKT H30MHUKIIOHA.

benszomnazenuubl  [cy6cmpamer |COrnacHo NAHHBIM HE3aBUCHMOTO | PekoMeHyeTcs OLICHHUTH
uzogpepmenma CYP3A4] UCCIICTOBAHUS: 1eNIeco00pa3HOCTh KOppeKIUU
Mupazonam (0,05 wmr/kr  B/B|AUCo Mumazonama 1 B 3,6 pasa |103b1 OCH30/1Ma3CTIHHOB.
OJTHOKpATHas 7103a)
Mupazonam (7,5 Mr ogHOKpaTHast | COrflacHO JTaHHBIM HE3aBHCHMOTO
71033 BHYTPb) HCCIIEIOBAHM:

Cmax Mu1a3oiama 1 B 3,8 paza

AUC,., Mumazonama 1 B 10,3 paza
Hpyrue Oenzonuazenunsl | B3aumopeiictBue He M3ydanocs,
(mampumep, TpHazoJjiaM, |OJIHAKO  BOPUKOHA30]l  MOXKET
aJIpasoJiam) BBI3bIBATh MOBBIIICHHE

TIa3MEHHBIX KOHIICHTpAIH

JIPYyTHUX 0OeH30/11a3eHuHOB,

KOTOPBIC META0WIIM3UPYIOTCS TI0]

JieficTBUEM usodepmenTa

CYP3A4, u BbI3BIBaTH pa3BUTHE

MIPOJIOHTMPOBAHHOTO CEAATUBHOTO

addexra.
HNMMyHOCYTIpECCaHThI CoryacHO JaHHBIM He3aBUCUMOTO | OJTHOBPEMEHHOE MPUMEHEHUE
[cybcmpamut uzoghepmenma | ACCIEIOBAHHUS: BOPHKOHA30Jla M  CHPOJIUMYcCa
CYP3A4] Crax cuposiumyca 1 B 6,6 pas MIPOTUBOINOKAa3aHo (CM. pasaein 4.3).

Cuponumyc (2 Mr oJTHOKPaTHO)

AUCq.. cuponumyca 1 B 11 pa3

13
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OJHOBPEMEHHOM IIPUMECHECHUHU

OBeponumyc [maxoice cyocmpam

P-gp]

Hukmocropua (y  ManneHTOB,
MEPeHECHINX  TPAHCIUIAHTAITUIO
MOYKK W  HAXOMAIIMXCA B

CTaOMIIBHOM COCTOSTHUH )

Takponumyc
(0,1 MI/Kr OTHOKPATHO)

B3aumopneiicTBue HE H3y4aloCh,
OJTHAKO BOPHUKOHA30JI, BEPOSITHO,
MOXXET BBI3BIBATh 3HAUHTCIBHOC
MOBLIIIICHUE M1a3MEHHBIX
KOHIIEHTpALUK 3BEPOIUMYCa.

Crax muksocmopusa T 13 %
AUCTt muxnocriopuraa T 70 %

Crnax Takpommmyca T 117 %
AUCt Takponumyca 1 221 %

OnHOBpEeMEHHOE MpPUMCHEHHUE
BOPHKOHA30JIa M 3BEpOJMMyca He
PEKOMEH/TyeTCs, MTOCKOJIBKY
OKHUJaeTCs, YTO  BOPHUKOHA30J
MOXET 3HAYUTEJIBHO IMOBBIMIATH
TUTa3MCHHBIE KOHIICHTPAIIMH
aBeponumyca (cM. pasaen 4.4).

Ilpy Ha3zHaueHHH BOPHUKOHA30JIa

MalyeHTaM, HOTYYarOIM
LUKJIOCTIOPHUH, PEKOMEHTyeTCsl
YMEHBIINTh 103y LHUKJIOCIIOPHHA
BIBOC M KOHTPOJHPOBATH €T0
KOHIIGHTPAMIO B IJIa3M€ KpPOBH.
[oBbieHHe KOHIIEHTpaIHX
[UKJIOCIIOPUHA  COTIPOBOXKIAETCS
HEPPOTOKCHYHOCTEHIO. [ocne
OTMEHBI BOPHKOHA30J1a
HEo0X0nMo KOHTPOJIMPOBATh

KOHLICHTPALUIO LUKIOCIHOPUHA U
pH  HEOOXOJIUMOCTH YBEIUYHUTH
€ro J03y.

IIpn Ha3zHaueHHHM BOPHKOHA30Ja
MALUEHTaM, MTOJIY4ArO UM
TaKpOIUMYC, pEKOMEHyeTCs
YMEHBIIUTh J03y MOCIEAHEro 0
OJIHOM TPETH U KOHTPOJUPOBATH

ero KOHIEHTPAIMI0 B IUIa3Me
KPOBH.

[ToBsiteHHEe KOHIICHTPAIINH
TaKpOJIUMyCa  COIPOBOXKIACTCS
HE(HPOTOKCHYHOCTHIO. ITocne
OTMEHBI BOPUKOHA30J1a
HEOOXOTUMO KOHTPOJIHUPOBAThH

KOHIICHTPAIIMI0 TaKpoJMMyca U
Ipy  HEOOXOJWMOCTH YBEIUYHUTH
€ro J103y.

JnurensHo JIEUCTBYIOLIINE
OIHATBI [eyoempam
uzopepmenma CYP3A4]

Oxcuzion (10 Mr oIHOKpaTHO)

MeTtanoun
(32-100 Mr omH pa3 B CyTKH)
[eyocmpam uzogepmenma

CYP3A4]

CoryilacHO JTaHHBIM HE3aBUCHMOTO
UCCIIEeIOBAHUS:

Crmax okcrona T B 1,7 pa3

AUCy... okcuona T8 3,6 pa3

Cmax R-meramona  (axTMBHOTO
metabomnuta) T 31 %
AUCt R-meragona (aKTUBHOTO

Metabomnura) 1 47 %
Ciax S-metanona 1 65 %
AUCt S-meranona 1 103 %

Crenyer OLEHHUTh BO3MOXHOCTB
CHW)KEHHS 03Bl OKCHJOHA W
JIPYTHX JUIMTEIBHO IEHCTBYIOLIHX
OIHATOB, MeTa0OoIU3UPYEMBIX
n30(hepPMEHTOM CYP3A4
(Hammpumep, TUAPOKOJIOHA).

MoxeT mNOHaZOOUTHCSI KOHTPOJb
COCTOSIHUSI TIAIIMEHTa C KOPOTKHUMHU

HHTEpBaJIaMH Ha npeaMeT
pa3BUTHSA HEeXKeJaTeIbHBIX
peaxIuii, CBI3aHHBIX C OMTUATAMH.

[oBbiieHue KOHIIEHTpaL1N
MEeTaJoHa B  IUIa3M€  KpPOBH
MIPUBOJIAT K MIPOSIBIICHUIO
TOKcH4YecKHX 3(deKToB, BKIIOYAs
YIUIMHEHNE WHTEpBana QT.

PexomenayeTcss 4acTelii KOHTPOJIb
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napameTpoB (%)

OJHOBPEMEHHOM IIPUMECHECHUHU

COCTOSIHMSI TIAI[MCHTA HA MPEAMET
pa3BHUTHUSA HE)KeJIaTeNbHBIX
peakuuii ¥ TOKCHYHOCTH (B TOM
yucie ymmHenue uatepsaita QT),
CBSI3aHHBIX C METAJTOHOM.
Bo3moxHoO, MOHAA00UTCS
CHIDKEHHE 035l METAZO0HA.

Hecrepounnsie
MIPOTHUBOBOCIIAUTEIHHBIE
nperapatsl (HIIBII) [cybocmpamer
uzogpepmenma CYP2C9)]
N6ympoden

(400 Mr oTHOKpATHO)
Jukmodenak

(50 mMr ogHOKpATHO)

Crmax S-ubynpodena 1 20 %
AUC.. S-ubynpocdena 1 100 %
Crax auknodenaka T 114 %
AUC.., tuxnodenaka T 78 %

[TarueHTOB ClieayeT HAOMIOIAThH C
[ENBI0  BBUSIBICHUS  BO3MOXKHBIX
ToOKcHuecknx d(PPekToB U mpHu
HEOOXOJUMOCTH KOPPEKTHPOBATH
no3sl HIIBII.

Owmernpazon

(40 Mr ouH pa3 B CyTKH)™*
[uneubumop usohepmenma
CYP2C19; cybcmpam
usogpepmenmos  CYP2CI19 u
CYP3A4]

Crax omermpa3zona T 116 %

AUCt omermpazona 1 280 %

Crax BopukoHaszonia T 15 %

AUCt Bopukonazona 1 41 %
Bopukonazon — takke = MOXeET
yrHeTaTh  JICHCTBHE  JPYTHX
WHTUOUTOPOB TPOTOHHON MOMIIBI,
KOTOpbIE SBISIIOTCA CyOcTparamu
m3opepmenta CYP2C19, uro
MOXET IMPUBOAUTL K IMOBBIMICHUIO
MJIa3MEHHBIX KOHLEHTPALMM 3THX
JIEKapCTBEHHBIX CPEJICTB.

Koppekuus 10361 BOpUKOHa30J1a He
TpeOyeTcs.

IIpu Hauane npuema BOPUKOHA30J1A
Yy HagyMeHTOB, YXKC IIOJIyYaromux
TEpaNUI0 OMEINpPa3onoM B go3ax 40
MI MM BBIIIE, PEKOMEHAyeTCA
CHMKEHHME JI03bl OMEIpa30ia B 1Ba
pasa.

IepopanbHble  KOHTpAICNTHBEI*
[cybcmpamol usohepmenma
CYP3A44; UHUOUMOPbL
uzogpepmenma CYP2C19]
Hopatuctepon/3THHIIICTPAIHOI
(1 mr/0,35 Mr oauH pa3 B CyTKH)

Crnax aTHHIIACTpanuona T 36 %
AUCt stuaumaerpaauona T 61 %
Crax HOpaTHCTEpOHa T 15 %
AUCrt Hopatucrepona 1 53 %
Ciax BopukoHnazona 1 14 %
AUCt Bopukonazona 1 46 %

Pexomennyercs KOHTPOJIb
COCTOSAHMA TMalWCHTa Ha NPCIMET
Pa3sBUTUA HEXKEJIaTCIIbHBIX
peaxuui, CBSI3aHHBIX c
MIPUMEHEHUEM MEPOPATBHBIX
KOHTPAIENTHBOB U BOPUKOHA30J]a.

HapxoTtuueckue AHAJIBI€TUKA
KOPOTKOTO JI€NCTBUS
[cybcmpambi usoghepmenma
CYP3A4]

Andenranui (OIHOKpaTHas 1032
20 WMKI/KT ¢ OJIHOBPEMEHHBIM
MIPUMEHEHNEM HaJIOKCOHA)

@®enrannn (0JHOKpaTHas [103a
5 MKT/KT)

CoryilacHO JTaHHBIM HE3aBUCHMOT'O
UCCIIC/IOBAHUS:
AUC., andenranuna T B 6 pa3

CornacHo JaHHBIM HE3aBHCHMOTO
HCCIIC/IOBAHUS:
AUC..; pentanuna 1 B 1,34 pasza

Crnenyer OIICHUTh BO3MOXHOCTH

CHI)KCHHUS J103bl  aji)eHTAHUIIA,
(eHTaHMIA " JIPYTHX
HApKOTHYECKHX aHAJbIeTHKOB
KOPOTKOr0 JEHCTBUS, HMEIOLINX
CXOXKYIO c an(peHTaHUIIOM
XHMHYECKYIO CTPYKTYpPY "
METa00IM3UPYEMBIX

n30(hepMEHTOM CYP3A4
(Hammpumep, cy(denranmna).
[areHTsl JOJKHBI  HaXOJUTHCS

MOJT TIOCTOSIHHBIM HaOII0ICHUEM
JUI TIPEJOTBPALICHUS! yTHETEHHS
(YHKIMU JIBIXaHHUS WIH JPYTUX
mo6ouHbIX 3P PeKTOB, CBAZAHHBIX C
MIPUEMOM HapKOTHYECKUX
aHaJIbTeTHKOB KOPOTKOT'O
JEWCTBUS, W TPH HEOOXOJUMOCTH
X 71032 JOJKHA OBITH CHIDKEHA.
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CratuHbl (manpumep, | Bzaumopelicteue He wu3ydanoch,|Ecim  HeBO3MOXXHO — M30ekaTh

JIOBAaCTAaTHH) OJIHAKO, BEPOSITHO, BOPHKOHA30J|OJHOBPEMEHHOT'O IIPUMEHEHUS

[ey6cmpame uzogepmenma |MOXKET yBEINYMBATh IUIA3MEHHBIE | BOPUKOHA30I1a u CTaTHHOB,

CYP3A4] KOHIIEHTpAIM1 CTaTUHOB. KOTOPHIE | KOTOPBIE METa00IM3UPYIOTCS
METa0OIM3UPYIOTCS mopepmerrom CYP3A4, cnenyer
mopepmerTrom CYP3A4 1 MOXKET | OIICHUTh BO3MOKHOCTH CHIDKCHHS
IPUBOJUTH K Pa0IOMHOIIHU3Y. JI03bI CTaTHHA.

[IpousBoaubIe B3anmopeiictBue He wu3y4anocsk,|HeoOxoaumo TIIATENBEHO

Cy1b()OHMIMOYEBHHBI OJIHAKO, BEPOSTHO, BOPHKOHA30J|KOHTPOJUPOBATH KOHIEHTPALUIO

(aampumep, TONOyTaMu, |MOXKET YBEJIMYMBATh IUIA3MEHHBIE | [JIFOKO3bI B IUIa3ME KPOBH.

TITUIU3UI, TTHOCHKIaMUI) KOHIICHTpaLH MIPOM3BOHBIX

[cybecmpamut uzoghepmenma | Cynb(HOHUIMOUEBUHBI U SIBISTHCS

CYP2C9] MIPUYIHHOHN THITOTIMKEMHUH.

Ankanonspl OapBuHKa | BopukoHazon MokeT moBbILATh|Pexomenmyercs OLIEHUTH

(Hampumep, BUHKPHUCTHH, | COAEPKaHHE QJIKAJIOUJIOB | IIeJIECO00Pa3HOCTh KOppeKIUU

BUHOJACTHH) OapBUHKA (BUHKpHUCTHHA U | 103bI AJIKAJIOUI0B OapBUHKA.

[cybcmpamer usoghepmenma |BUHONACTHHA) B TIa3Me€ KPOBH U

CYP3A44] BBI3BIBATh HEHPOTOKCHUYHOCTb.

Hpyrue wuHruOuTopsl npoteassl | MccnenoBanus in vitro | Pekomenayercs TINATEJIbHBIN

(AIT) BUY (mampumep, | CBUACTENBCTBYIOT O TOM, YTO|KOHTPOJb COCTOSHUS TalMeHTa Ha

CaKBUHABHD, aMIIPEHaBHP U |BOPHKOHA30J MOJKET | IPeaMET pa3BUTHUSA JH0OBIX

HenduHaBup)* WHTHOUPOBATh MeTa00JIN3M | TPOSIBIICHUH JIEKapCTBEHHOMN

[uneubumopvr  u  cybcmpamol |[uHTHONTOPOB  mpoteassl  BUU: | TokcHuHOCTH W/Wim

usogpepmenma CYP3A4] CaKBMHABHpa, AaMIIpEHaBUpPa U |HEJOCTATOYHOCTHU JIEHCTBUSAL.
HenduaaBupa. B cBoro ouepens, | Bo3moxkHo, ITOHaI00UTCS
uHrubuTOopel  mporeassl  BUY|koppekuus 1036 MpenapaTos.
MOTYT IOJABJIATH METa0O0IU3M
BOPHKOHA30J1a.

Hpyrue HeHykJeo3uHbIe | MiccnenoBanus in Vitro mokasanw, | Pekomenmyercs TINATEJIbHBIN
WHTUOHUTOPHI 00paTHOM |[9TO MeTa0OJIM3M BOPHUKOHA30J1a | KOHTPOJIb COCTOSIHUS TallUeHTa Ha
TPaHCKPUIITa3bl (HHHMOT) |moxeT yraetaThcs MO JEHCTBUEM | [IPEAMET Pa3BUTHA JIEKAPCTBEHHOM
(mampumep, nenasupav,  HHUOT, a BopukoHa3071 B CBOIO | TOKCHYHOCTH u/unm
HEBUpanuH)* ouepe]ib MOXET yTHETaTh | HeIOCTaTOYHOCTH JefCTBUSL.
[uneubumopvr  unu  undykmopwt |Meradbonuzm HHUOT. Bo3moxHo, norpedyercs
yumoxpoma Psso u cyocmpamvi|Ha ~ OCHOBaHMM  HOJYYEHHBIX | KOPPEKLMS AO3bI IPENapaToB.
usogpepmenma CYP3A4] pe3yIbTaTOB HCCIIE0OBAHUS

addekra adaBupeH3a Ha

BOPUKOHA30J1 MO>KHO

Mpeanoiaoxkuts, uro HHUOT

MOTYT YCHJIMBAaTh METaboIu3M

BOPHKOHA30J1a.
Tperunonn B3aunmopeiictBue He H3y4anock,|PekoMeHnyeTcs KOppeKIus I03blI
[cybcmpam uzogepmenma |0JHAKO,  BOPUKOHA30J  MOJKET | TPETUHOMHA BO BpEMs JICUCHHS
CYP344] MHOBBIIIATH KOHILICHTpAIlMi | BOPUKOHA30JIOM M  IOCJIE  €ro

TPETHHOMHA W MOBBIIIATH PHUCK | OTMEHBI.

pa3BUTUS  MOOOYHBIX  peaKIui

(unmomaTuyecKon

BHYTPHUUYEPENHON  TUIEPTEH3UH,

TUTICPKATIBITUEMUN ).

Humernnua (400 mMr aBa pasa B
CYTKH)

[Hecneyuguuecku  uneubupyem
yumoxpom Paso u  nosviuaem
ypogenwv pH sicenyoounozo coxal

Crax BopukoHnaszoisia T 18 %
AUCrt Bopukonazona 1 23 %

Koppexknus no3s1 HE TpeOyeTcs
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Huroxcun
(0,25 mr omwH pa3 B CYTKH)
[cyb6empam P-enuxonpomeunal

Crmax IUTOKCHHA <>
AUCT nurokcruna <

Koppexkuus 103s1 He TpeOyeTcs

WNupunaBup

(800 Mr Tpum pasa B CYyTKH)
[uneubumop u cyocmpam
usoppepmenma CYP3A4]

Crmax MHOMHABUPA <>
AUCt unnunaBupa <>
Crmax BOPHKOHA30J1a <>
AUCT BopHKOHAa30J1a <>

Koppexkuus 103s1 He TpeOyeTcs

AHTHOUOTHKH
MaKpOJIUIOB
OputpomunimH (1 T aBa pasza B
CYTKH)
[uneubumop
CYP3A44]
ABUTPOMUITIH
(500 Mr omuH pa3 B CYyTKH)

TpYIITBI

usohepmenma

Cmax 1 AUCT BOpHKOHA30J1a <>

Cmax 1 AUCT BOpHKOHA30J1a <>

Binsuaue BOpPUKOHA30J1a Ha
METa0O0IM3M SPUTPOMHULIMHA MU
A3UTPOMUIITHA HEU3BECTHO

Koppexkuus 103s1 He TpeOyeTcs

MuxkodeHoa0Bas KHCI0Ta
(1 r onHOKpATHO)
[cybcmpam ypuoun-5" -

Cinax MUKO(EHOJIOBOH KUCIIOTHI <>
AUCt MUKO(DEHOJIOBOW KHUCIIOTHI
<>

Koppekuus 10361 He TpeOyeTcs

(150 mMr ngBa paza B CyTKH)
[nosviuwaem pH  ocenyoounoco
cokal

oughocpam-

2NI0KypoHuImpancgepasvi]

Koprukocreponas Koppekuus 103561 HE TpeOyeTcs.

[Ipenuuzonon Crnax mpeqam3onona T 11 % [MarmenTsl, TIOJTy4YaroIIe

(60 Mr oJHOKpATHO) AUC., mpenuuzosiona T 34 % JUTUTEIIBHOE JICUCHUE

[cyocmpam usoghepmenma BOPUKOHA30JIOM u

CYP344] KOPTHKOCTEPOUIaMHU (BrITIOUAst
MHTSUOHHBIE
KOPTHKOCTEPOUJIBI, Harpumep,
OyZeCOHU/T), JTOJDKHBI HAXOJHUTHCS
MOJl TIIATEIBHBIM HaOI0OAEHUEM
Ha TpeJMeT HapylieHus (QpyHKIUn
KOpbl HaAIOYEYHHKOB KaK BO
BpeMs JIeUCHHMSA, TaK M IIOcie
npeKpanieHus MIPUMEHEHUS
BOpHKOHAa301a (cM. pazuen 4.4).

Panutunun Cmax 1 AUCt BopHKOHa3011a <> Koppekuus 10361 He TpeOyeTcst

dapMaKOKMHETUYECKUH MapamMeTp, OCHOBaHHBIN Ha 90 % HOBEpUTENLHOM HHTEPBAJIe CPEIHETO
T€OMETPHUECKOTO 3HAYEHUs], HAXOAUTCS BHYTpH («—), BbIte (1) unu Hike (| ) untepsana 80 % -

125 %,.
* B3zanMHOE BO3JICHCTBUE.

AUCrt, AUCt, AUCo-» - TuIomazp noja KpuBoi «KOHIEHTpALUA-BPEMs» B IEPUOJ T03UPOBAHHUS,
OT MOMEHTA BBEJICHHUS IIpernapaTta 10 BUAMMON KOHILIEHTpAalMM B IIJIa3M€ KPOBHM, OT MOMEHTA
BBEJICHUS TIpernapaTa J0 0ECKOHEUHOCTH, COOTBETCTBEHHO.

4.6
bepemeHHOCTD

(I)epTI/l.]'ILHOCTb, 6epeMeHHOCTb H JJaKTanus

I[OCTaTO‘{HOI\/'I HH(bOpMaLIHH O MPpUMCHCHHUU BOPHUKOHA30JIa Y 6CpCMCHHLIX JKCHIIIMH HCT.

17




COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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B uccnenoBanusx Ha )UBOTHBIX YCTAHOBJIEHO, HTO npeﬁ%&?a@ﬁ;&?&%if%ﬁ%'éi& YeHétene

Ha PENpOayKTUBHYIO (pyHKIMIO. BO3MOXKHBIN pHUCK JIJIs UeJIOBEKAa HE U3BECTEH.

[TpemapaTta Bopukonason J[»x He clieayeT NpUMEHITh y OEPEMEHHBIX KCHIIUH 332 UCKIFOUCHUEM
TeX ciy4aeB, KOTJa O)KHjaaemas MoJib3a Uil MaTepu SBHO MPEBBIINIAET BO3MOXKHBIM PUCK IS
10Aa.

JKeHmuHbI pernpoIyKTUBHOTO BO3pacTa Mpu NpUMeHeHuu npemnapara Bopukonaszon [k, J10KHBI
WCII0JIb30BATh HAJIE)KHBIE METObI KOHTPALCIILIUH.

JlakTanus

BriBeienrie BOpuKOHa30J1a C TpyIHBIM MOJIOKOM He u3ydasiock. Ha nepuos ieuenust mpenaparom
Bopukonazon [[x rpyqHoe BckapMIMBaHUE CIEAYET MPEKPATHTh.

4.7  BuausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCIHOPTHBIMHU CPeICTBAMHU M padoTaTh ¢
MeXaHU3MaMHu

[Tpenapat Bopukonaszon [ MOXET BbI3BaTh NPEXOJALINE U OOpaTUMble HapyLIEHMs 3pEHUS,
BKJIIOYas BO3HMKHOBEHHE «IIEJEHBbI» Iepe]l IJa3aMy, HapylIeHUe/yCUJIEHUE 3pUTEIbHOIO0
BocTIpusTUS W/uiu ¢porododuro. [Ipn HaTMUUM TaKUX CUMIITOMOB MAIlMEHTHI JOJDKHBI U30erath
BBITNIOJHCHHS NOTEHLUAIBHO OINACHBIX IEHCTBUHM, B YAaCTHOCTH, YIPABJICHUS TPAHCIOPTHBIMU
CpeAcTBaMU WJIM MCIOJIb30BaHUs CJIOKHOW TeXHMKU. [Ipn npueme npenapara Bopukonaszour [k
HalMEHTh! He JOJKHBI BOJAUTH aBTOMOOMIIb 110 HOYAM.

4.8. HexeaaTeJbHbIe peaKIuu

PesroMme mpoduist 0€30IacHOCTH

JlanHple 0 0€301acCHOCTH BOPUKOHA30JIa OCHOBAaHBI HA pPE3yNIbTaTaX HCCICIOBAaHUS OoJiee deM
2000 yenoBek (1655 manueHTOB, MPUMEHSIONIMX BOPHUKOHA30JI B JIe4eOHBIX HLeisx u 279 ¢
NpO(UIAKTUYECKON IIEeTbI0), TPEJCTABICHHBIX TETEPOrCHHOW MOMYJsAIueil (TalueHThl Co
3JIOKAYECTBEHHBIMH  HOBOOOpa3oBaHUsIMH KpoBH, BHWY-uHdunmMpoBaHHbIE MAalMEHTHl C
KaHIUJI030M THINEBOJa W pedpakTepHBIMU TpPUOKOBEIMU HH(DEKIUSAMU, MAlUEHTHl 0e3
HEHTPOIICHUH C KaHAWJICMHEH WIIM acTIepPTHIIJIE30M, a TAKXKeE 3/I0POBBIE JOOPOBOJIBIIBI).
Haubonee pacrnpocTpaHeHHBIMU HEXEIATCIbHBIMA PEAKIUSIMHU  SBJISIOTCS HAPYIICHUS CO
CTOPOHBI OpraHa 3peHHs, OTKIIOHEHHE OT HOPMBI Pe3ylbTaToOB (YHKIIMOHAIBHBIX MPOO IMEUeHH,
JMXOpAaJIKa, ChIllb, PBOTA, TOIIHOTA, JAWApEs, TOJIOBHAs 00Jib, mepudeprudeckue OTeKH, 0OJb B
’KUBOTE U YTHETEHUE JIbIXaHUS.

HexenarenbHble peakuuud OOBIYHO OBLIM JIETKO MM YMEPEHHO BbIpaxkeHbl. KimHudecku
3HAYUMOM 3aBHCUMOCTH 0€30MacHOCTH BOPUKOHA30J1a OT BO3PACTa, PAChl UJIH I0JIa HE BHISBIICHO.

TabauuHoe pe3roMe HeXenaTeabHbIX peaklni

HexxenaTenbHble NEKapcTBEHHBIE pEaKIMU TPUBEIEHBI B COOTBETCTBHHM C KiaccuUKaImei
opranoB u cucteM MedDRA wu nepeuncnensl mo yactore. YactoTa pa3BUTHS HEXKENIATEIHHBIX
peaxIuii OleHUBaeTCs CIeAYIoIUM o0pa3omM: oueHb yacto (>1/10); wacto (ot >1/100 mo < 1/10);
Hevacto (ot >1/1000 o < 1/100); peaxo (ot >1/10000 o < 1/1000); ouens peako (ot < 1/10000);
YacToTa HEW3BeCTHa (M0 HUMEIOMIMMCS JaHHBIM YCTAaHOBUTH YacTOTYy BO3HHUKHOBEHHUS HE
MIPEJICTaBIISIETCS. BOSMOMKHBIM).

Tabnuna 4.
CucremHo-oprannbiii | Yacrora HexenarenbHas peakuus

KJ1ace

Hnghexyuu u unsazuu Yacto CHHYCHT, TACTPOIHTEPHUT, THHTUBUT

Heuacto IlceBnoMeMOpaHO3HBIN KOJUT, TUM(PAHTUT, TIEPUTOHUT

Hobpoxauecmeennvie, |Yacrora [110CKOKIIETOUHBIN paK KOXKH

3710KaUecmeeHHble U HEU3BECTHA

HeymouHeHHble

HO8000pA308aHUsA

(sKxnouas Kucmel u

noUNbl)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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Hapywenusa co cmoponwvl |Yacto Arpan) /OIHTOS! (ﬁkm&ﬁaﬁﬂ%ﬁﬂﬂﬁﬁ% 'Héﬁi‘]'aldﬁle'ﬁmo
Kpoeu u U HEUTPONEHHUIO), MAHIUTONECHUS, TPOMOOLUTONICHHS
auMpamuueckor (BKIIO4asi ~ MMMYHHYIO — TPOMOOIIMTOIIEHUYECKYIO
cucmemol ypuypy), aHEMUst
Heuacro Henpeccust KOCTHOT'O MO3ra, JICHKOIICHHS,
nuMpaneHonarus, 503UHO(HITHS, CUH/IPOM
JUCCEMUHHUPOBAHHOTO BHYTPHUCOCYAUCTOTO
CBEPTHIBAHUS
Hapywenus co cmoponvr |Hewacto AJIepruyeckre peakliuu
UMMYHHOU CUuCmembl Penko AHa(pUIaKTOUTHBIC PEAKITUU
OHOoKpunHblE Heuacto HenoctatouyHOCTH KOPBI HAANOYEYHUKOB, TUTIOTUPEO3
HapyweHus Penko ['uneptupeos
Hapywenus Ouenb [epudepuyeckue oTeku
Memabonuzma u 4acTo
numanus Yacto ['unokanuemusi,  TUNOIJIMKEMUS,  THUIIOHATPUEMUS
(BBISIBJICHO B MOCTPETUCTPAIIMOHHBIX UCCIIEIOBAHUSIX)
Tcuxuueckue Yacro lanmroumuanmu, aenpeccus, TpeBora, OCCCOHHHMIIA,
HapyuieHus QXKUTAlUs], CHYTAHHOCTh CO3HAHMS
Hapywenus co cmoponwt | OueHb I'onoBHas 60ib
HEepeHOlL cucmembl 4acTo
Yacto Cunkoma,  TpeMmop,  MapecTe3usi,  COHJIUBOCTb,
TOJIOBOKPYKEHHE, CYJOPOTH, HUCTArM
Heuacto Otek TOJIOBHOTO MO3ra, SHIIeaTONaTHSI,
SKCTpamupaMUJHbIE PACCTPOUCTBA, mepudepuueckas
HeWpomaTus,  aTakCus, THUIECTE3Us,  JUCTEB3UA
(Hapy1IeHue BKYCOBOTO BOCTIPHUSITHUS)
Penko [Teuenounast sHnedanonarus, cuaapom ['uenna-bappe
Hapywenus co cmoponwvl |OueHn Hapymienust 3penust (B TOM 4ncCiie HEUETKOCTh 3PEHUS,
opeana 3penus 4acTo 3aTymMaHeHHOe 3peHue, ¢orodolusi, XJIOpOICHs,
XpOMATONICUsI, CBETOOOsI3Hb, IIBETOBasl  CIEMOTAa,
LIMAHOIICHS, HAJTMYKE B MOJIE 3pEHUS PaAyKHBIX KPYTOB
BOKPYI  HCTOYHHMKOB CBETa, HOYHAs  CIIEMNoTa,
ocuusuIoncHs, (QOTONCHs, MeplaTelbHas CKOTOMA,
CHUKEHUE OCTPOTHI 3pPEHHUS, 3pUTENIbHAs SPKOCTb,
neexT Tmoyield 3peHus, IUIaBAOIIUE MMOMYTHEHHS
CTEKJIOBUJTHOTO TeJIa U KCAHTOIICHS
Yacto KpoBomsnusHue B ceTdyatyro 000JI0UKY Tiia3a
Heuacto Hepur 3putenbHOro HepBa, OTEK COCKa 3PUTEIBHOIO
HEpBa, OKYJOTHPHBIA KpU3, CKJIEPUT, JTUILIONHS,
onedaput
Penko ATpous 3pUTENBHOTO HEPBA, MOMYTHEHHE POTOBUIIBI
Hapywenus co cmoponv |Heuacto Bepturo, runoakysus, mym B yax
opeama ciyxa
Hapywenus co cmoponwvr |Yacto HamxenynoukoBas apUTMHS, TaxXUKapaus,
cepoya Opaaukapaus
Heuacto OuOpUIIAIIUS JKEITYIOYKOB, KEITYTOYKOBast
SKCTPACUCTOJHS, KETyI0YKOBast TaxuKapaus,
HaJHKEITYJ0YKOBAsT TAXUKaPIUS
Penko Aputmus o TUILY «IUPYIT, IOJIHAas

aTPUOBEHTPUKYIISIpHAsA OJ0Kaaa, 6J0Ka a HOXKKY MTydKa
I'uca, y3:moBbIe apuT™MHuH
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ot 01.02.2024 N= 1803
Hapywenusa co cmoponwvl |Yacto AprephaiibHas PO, gnebnt - = 2 WU
cocy008 Heuacro Tpombohnedbur
Hapywenus co cmoponwvl | OueHb YrHeTreHue AbIXaHus
ObIXaMeNbHOU CUCHEMbl, | 9ACTO
0p2aHo8 epyOHOll Yacro OTex Jerkux, OCTPBIM pecnupaTopHbI JUCTpecc-
KAemKU U Cpe0oCmeHUs. CHUHJIPOM
Kenyoouno-kuweunvie |OueHb TomrHoTa, pBOTa, TUapes, 00Jb B )KUBOTE
HapyweHus 4acTo
Yacro XeWnuT, TUCTIETICHs, 3aI10p
Heuacto JlyoneHuT, raoccuT, MaHKpeaTuT, OTEK A3bIKa
Hapywenus co cmoponwl |OueHb OTKIIOHEHHUS! OT HOPMBI PE3YJIbTATOB (PYHKIIMOHAIBHBIX
neyexu u 4acTo MEYCHOYHBIX  TECTOB  (TIOBBIIIEHHE  AKTHUBHOCTHU
HCENUEBLIBOOAUIUX acrapTaTaMHUHOTpaHC(epassbl,
nymetu allaHMHAMUHOTpaHcdepasbl, IenouHoil Qocdarassl,
raMMa-TIIoTaMuITpancdepassl, TaKTaTACTUAPOT€Ha3kI,
rUnepOuIupyOnHEeMus )
Yacto JKentyxa, XonectaTudeckas Kenryxa, FelaTuT
Heuacto XONEeUUCTUT, XOJEJIUTHA3, YBEIUYECHHE IICUYCHH,
[I€YEHOYHAsI HEJOCTaTOUYHOCTb
Hapywenus co cmoponwvr |Ouennb Celnib
KOJHCU U NOOKONCHBIX 4acTo
mxanei Yacto DOKcomMaTUBHBINA JEPMAaTUT, aJIONENHs, KOXKHBIA 3y,
MakyJoInanyJe3Has Cblllb, JpUTeMa
Heuacro Cungpom Crusenca-/[>)xoHcoHa,
¢borocencubnM3anys, KpamnuBHUIIA, IK3eMa,
TOKCUYECKUU 3MUAEpMalIbHbIN HEKpOJIN3,
AQHTMOHEBPOTHUYECKUI OTEK, MYJIBTUMOPQHAS dpUTeMa,
rncopuas,  aUIEPrUYECKUil  JAepMarut, NypIypa,
ranyJe3Has Chlllb, MAKYJISIpHAs ChIIb
Penko [lceBnonopdupusi, cTolkas JeKapCTBEHHAsI SpUTEMA
Yacto Koxnas ¢opma cucreMHOW KpacHOH BOJIYaHKH,
HEU3BECTHA |JIEKapCTBEHHAs  peakuuss C  J03uHOpmiIned |
CHUCTEMHBIMU CUMIITOMaMH
Hapywenus co cmoponwvl |Yacto bousib B crivHe
Mmulueurol, ckenremuou |HedacTo Aptpur
U COeOUHUMeNbHOU YacroTa [TepuocTur
mKanu HEU3BECTHA
Hapywenus co cmoponwl |Yacto OcTpas noueyHast HeJOCTATOUHOCTb, FEMaTYpHsI

nouex u mouegwvlgooauux | Heuacto Hekpo3 noyeuHsIX KaHAJIbIEB, NPOTEUHYPHS], HEDPUT

nymeu

Obwue napywenus u Ouenb JInxopazaka

peaxkyuu 8 mecme 4acTo

66€0eHUs. Yacto O3H00, acteHus, ©OoOJb B TPYAHOW  KIETKE,
TPUIIIONO00HOE 3a00NieBaHUE, OTEK JHIla (BKIOYas
nepruopOUTaIbHBIN OTEK, OTEK I'y0 U OTEK pTa)

Heuacro Peaxkiusi/BocniaieHue Ha MeCTe HHBEKIUH

Jlabopamopuvie u Yacto [ToBbIIIEHNE KOHIIEHTPALMN KPEaTUHUHA B KPOBU

UHCMPYMEHMalbHble Heuacto VY amnenue untepBana QT Ha a1eKTpoKapAHOrpaMMe,

OaHHble MOBBIIIEHNE KOHIIGHTPAIIMd MOYEBHHBI B KPOBH,

TOBBIIICHHUEC KOHOCHTPAIUHN XOJICCTCPHUHA B KPOBU
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.02.2024 N= 1203

eTu (MOCNEOOBATENEHOCTE 0002)

Br110 ycTaHOBIIEHO, UTO HEXenaTelbHbIe 3 (GeKThl BOPUKOHA30J1a Y JeTel B Bo3pacTe oT 2 10 12
JeT aHAJIOTUYHBI TAaKOBBIM Y B3pOCHbIX. Y Jeredl HaOmronamack Oojee BBICOKas YacToTa
MOBBIIIICHUSI AKTUBHOCTH TI€UYEHOUYHBIX (epMeHTOB. B  Xome mocTperucTpannoHHBIX
WCCJICIOBAHMI BBISIBIICHO Pa3BUTHE TMAHKPEATUTA y JeTei Ha (JOHE Tepamru BOPHUKOHA30JIOM, a
Takke 0oJjiee YacToe BOSHUKHOBEHHE KOYKHBIX PEaKIIHA.

Coo0111eHrEe 0 HEXKEIATENLHBIX PEAKIIMAX

BaxHo coo01aTh 0 1M0103peBAaEMbIX HEKETATEIBHBIX PEAKIMIX ITOCIE PETUCTPALMHK IperapaTa ¢
IENBI0  O0CCIICYCHUSI HEMPEPHIBHOTO MOHHUTOPHHIA COOTHOIICHHUS «IOJb3a — PHCK»
JIEKApCTBCHHOTO Ipernapara. MeIUIUHCKMM paOOTHHKAM PEKOMEHIYETCsS COOOINaTh O JHOOBIX
[0JI03PEBACMbIX HEXKEJIATEIbHBIX PEAKIUAX JCKApCTBEHHOTO npenapara Bopukonaszon Jx uepes
HAIIMOHAJILHBIC CHCTEMBI COOOIICHHS O HEKEIaTeIbHBIX PEAaKIMIX JIEKAPCTBEHHOrO IMperapara
Yyepe3 HallMOHAJIbHBIE CHUCTEMbI COOOIIEHHUS O HEXEJIATCeIbHBIX PEaKIUsIX TOCYyIapCTB-UICHOB
EBpasuiickoro 5KOHOMHYECKOTO COr03a!

Poccuiickas @enepanus.

®enepanbHas ciyx0a 1Mo Haa30py B chepe 31paBOOXpaHEHUSI.

Anpec: 109012, r. Mocksa, CnaBsiHCKas Tutomiane, a. 4, ctp. 1.
Tenedon: +7 800 550 99 03

DnekTponHas moura: pharm@roszdravnadzor.gov.ru

Caiit B uHGOPMAIIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHeT»!
https://www.roszdravnadzor.gov.ru/

49  TIlepeno3dupoBka

CumMnTOMBI

W3BecTHO 0 TpeX cllydasx cilydyaitHOW Iepejo3upOBKHU BOPUKOHA30JI0M. Bee yrnomsiHyThIe ciiydan
NPOM30LUIN y JeTel, KOTOPHIM BHYTPHBEHHO ObLJIa BBEJEHA 032 BOPUKOHA30Ja, B MATHh pa3
MPEBBIIIAIOIIAS PEKOMEHI0OBaHHYI0. MMmeeTcs cooOrieHne o equHUYHOM ciiydae ¢orododbuun
IPOAOKUTEIBHOCTHIO 10 MUHYT.

Jleuenue

AHTHIIOT BOPHKOHA30JIa HEU3BECTEeH. B ciydae mepeno3upoBKH NOKa3aHa CUMIITOMAaTHYECKas U
HOJ|/IEP’KUBAIOIIAs TEPATTHSL.

BopukoHazonm BBIBOOMTCS B XO0J€ TeMojaMalv3a ¢ KiaupeHcoMm 121 mi/mMuH, Oertagexca
Cynb(pOOYTHIIAT HATPUS - C KIMPEHCOM 55 MiI/MuUH. B ciydae nepe1o3upoBKy reMoJuann3 MOXKET
CIocOOCTBOBATH BHIBE/ICHUIO BOPUKOHA30J1a U OeTajiekca cysib(poOyTuiaTa HaTpust U3 OpraHu3Ma.

S. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. dapmakoanHaAaMHYecKHe CBOHCTBa

®dapmakoTepaneBTHUECKasi TIpyMa: MPOTUBOTPUOKOBBIE CPEJICTBA CHCTEMHOIO JeHCTBUS;
IPOM3BOJIHBIE TPUA30JIa U TETPA30JIa.

Kon ATX: JO2ACOS.

Mexanusm aeiictBus U dhapMakoaHaMudeckne Y hEKThI

BopukoHa3on — mOpoTHBOrpHOKOBBIM MpenaparT IIMPOKOTO CIHEKTpa MEHCTBUS W3 TPYIIIbI
TpUa30JI0B. MexaHu3M JeUCTBUS BOPUKOHA30Ja CBSI3aH C MHTHOUPOBAHUEM JIEMETHIIMPOBAHUS
140-cTepona, omoCcpeOBaHHOTO TPUOKOBBIM IIUTOXPOMOM P50 - KITlOUeBOro srama OMOCHHTE3a
sprocrepona. Hakomnenue 14o-metwicrepona KOppeaupyeT ¢ MOCIEOYIOME moTepeit
sprocreposa B TPUOKOBBIX KJIETOYHBIX MEMOpaHaX, 4TO OOYCIOBIUBAET MPOTUBOTPUOKOBYIO
aKTUBHOCTh BOPHKOHA30Ja. DBBIJIO yCTaHOBIIEHO, YTO BOPHKOHA30J7 0OJiee CEJIIEKTUBEH B
OTHOIICHUH U30(PEPMEHTOB LUTOXpoMa Psso TpuUOKOB, 4YeM B OTHOUICHHH Pa3IMYHBIX
(hepMEHTHBIX CHCTEM IUTOXpoMa P4so MiTeKOTTUTAIOIITNX.

[TonoxuTenbHOM CBSI3U MEXAY CPEAHMMH, MAKCUMAJIbHBIMU M MHHHUMAJIbHBIMU 3HAUYCHUSIMHU
KOHIIGHTpAIlMd BOPWUKOHA30Jla B Ila3Me KpoBU © I (EKTUBHOCTHIO TIpemapara B
TEPaNeBTUYECKUX HCCIIEIOBAaHUSAX HE BBISIBICHO, M 1Ta B3aUMOCBS3b B MPOPUIAKTHUECKUX
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WCCIIEIOBAHMAX HE U3YyYallach. (NOCNENC

dapmakogHAMUYCCKUN U (DApMaKOKUHETUICCKUM aHAIN3 TAHHBIX KIIMHHYECKUX MCCIICIOBAaHUN
BBISIBWI II0JIOKUTEJIBHYIO CBSI3b MEXKIYy KOHILIEHTpalueld BOPHUKOHA30Ja B IIa3ME€ KPOBH U
OTKJIOHCHUEM OT HOPMBbI OMOXMMHUYECKHX ITOKa3aTeleh (b}IHKI_II/II/I IICYCHH, a TAKXKC 3PUTCIIBHBIMUA
HapYyILICHUSIMH.

In vitro BopukoHa301 001a1aeT IMHUPOKUM CIEKTPOM IMPOTHBOIPUOKOBON aKTUBHOCTH M aKTHBEH
B otHomenun Candida spp. (Bxmtowas mrammbl C. krusei, ycroiduBble K (IyKOHA30Iy, H
pesuctentHele mTammbl C. glabrata w C. albicans), n obmanaer GyHruuaHbIM dPQPexkToM B
OTHOIIICHUU BCEX M3YYEHHBIX IITAMMOB Aspergillus spp., a Tak)ke MaTOreHHbIX IPUOOB, CTABIINX
aKTyaJbHBIMH B IOCJEIHEE BpeMs, BKirodas Scedosporium spp. mam Fusarium spp., KoTopsie
OrpaHNM4YC€HHO YYBCTBUTCIIbHLBI K CYIICCTBYIOIIUM HpOTI/IBOFpI/I6KOBHM cpeacrBam.

Kinmuanueckast 3¢ pexTHBHOCTD (C YaCTUYHBIM HJIH TIOJTHBIM OTBETOM) ObLJIa IMPOJAEMOHCTPHUPOBaHA
npu uHbekwsx, BoizBaHHbIX Aspergillus spp., Bkmouas A. flavus, A. fumigatus, A. terreus,
A. niger, A. nidulans, Candida spp., Bxmouas mrammel C. albicans, C. glabrata, C. krusei,
C. parapsilosis, C. tropicalis, a Takke B OTHOIICHHH OIPAHUUYECHHOIO 4YHCJA IITAMMOB
C. dubliniensis, C. inconspicua u C. guilliermondii, Scedosporium spp., Bkitogas S. apiospermum,
S. prolificans u Fusarium spp.

Hpyrue rpubkoBbie MHPEKIUHU, IPU KOTOPHIX MPUMEHSJICS BOPUKOHA30J (MHOTJA C YaCTUYHBIM
WJTU TIOJIHBIM OTBETOM), BKJIFOYAJIH B ce0s1 OTACIbHBIC Ciyyan WH(EKIui, Be3BanHbIx 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.,
Bkiouast P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon spp.,
sxnrouas T. beigelii.

[TposeMoHCTpHUpOBaHa aKTUBHOCTH BOPUKOHA30J1a IN VItr0 B OTHONICHHH KJIMHUYECKHUX IITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. Poct GosbIIMHCTBA IITAMMOB MOJABIISUICS TPU KOHICHTPALUSIX BOPUKOHA30Ja OT
0,05 1o 2 MKI/mi.

BrisiBiieHa Tak)Ke aKTUBHOCTh BOPHKOHA30J1a in vitro B oTHomenuu Curvularia spp. u Sporothrix
Spp., OJHAKO KIIMHUYCCKOC 3HAYCHUEC JAHHOI'O 3(1)(1)6KT8. HEHU3BECTHO.

5.2. ®apmakoKHHeTHYeCKHe CBOHCTBA

OO011as xapakTepUcTHKa

@®apMaKOKMHETUYECKHME  MapaMeTpbl  BOPUKOHA30Jla  XapaKTEPU3YIOTCS  3HAYUTENIbHOM
MEXUHANBUYaTbHOM BapraOesIbHOCTBIO.

®apMaKOKMHETHKA BOPUKOHA30J1a SIBJISIETCSI HEIMHEIHOM 3a CYET HACBIIIEHUS €ro MeTaboan3Ma.
[Tpy noBbIIEHNH J103bI HAONIIOJAeTCsl HEMPONOPILUOHANIBbHOE (00siee BhIpa)KEHHOE) YBEINYEHNE
IIomaaM noja (papMakOKMHETUYECKOW KpuBOM «koHUeHTpauus-BpeMs» (AUCT). YBenuuenue
nepopanbHOi 10361 ¢ 200 Mr 2 pasza B cyTku A0 300 mr 2 pa3a B CyTKM NPUBOAMT K YBEIUYECHHUIO
AUC B cpeanem B 2,5 pasza. Bo3nelicTBue BOpuKOHa3071a PH MPUEME BHYTPb TOIEPKUBAIOIIEH
no3el 200 mr (umm 100 Mr s manueHToB ¢ Maccod Tena MeHee 40 Kr) COOTBETCTBYET
BO3/ICIICTBHIO BOPUKOHA30J1a ITPU IPUMEHEHNN BHYTPUBEHHO B 03¢ 3 MI/KT. [Ipu npueme BHYTph
nonaepxkuBatomieit 10361 300 mr (mwm 150 Mr ans manueHTOB ¢ Maccoil Tena menee 40 kr)
BO3/ICIICTBHE COOTBETCTBYET BO3ACHCTBHUIO BOPMKOHA30JIa MPU BHYTPUBEHHOM INPUMEHEHHU B
no3e 4 MI/Kr.

[Ipy BHYTpUBEHHOM BBEIEHUM WU MpPHEME HACHIIIAIOIIMX /103 BOPUKOHA30ja paBHOBECHAs
KOHIIEHTpaLUs JOCTUraeTcs B TeueHue nepsoix 24 4. Eciu nmpenapaTt Ha3HavaroT 2 pasa B CyTKU
B CpeJHMX (HO HE B HACBIAIOUIMX) J103aX, TO MPOMCXOIUT KyMYJIAIMS BOPUKOHA30/a, a
pPaBHOBECHbBIE KOHIIEHTPAIMU JOCTUTAIOTCA K 6-My JTHIO Y OOJIBIIMHCTBA MALMEHTOB.

AOGcopOuus

BopukoHa3on OBICTPO M MPAaKTUYECKH TOJHOCTBIO BCACBIBAETCS TMOCJIE IpPHEMa BHYTPb:
MaKcHUMaJjbHasi KOHLEHTpauus B miasme KpoBU (Cmax) ocTuraetcs yepes 1-2 4 mocie npuema.
buonocTynHOCTh BOpMKOHA30J1a IIPU NIPUEME BHYTPh cocTaBisieT 96 %. [Ipu nmoBTopHOM npueme
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C mumiel ¢ OOJNBIIUM COAEpKAHUEM KUPOB [Cmax H (Woe! Ghixaord! il ek b G by %,

COOTBETCTBEHHO. BcackiBaHne BOpHKOHA30J1a HE 3aBUCUT OT pH >kenmyiouHoro coka.
Pacnpenencnue

Cpennuii 00beM pacrpeaeseHis BOPUKOHA30ja B PABHOBECHOM COCTOSIHMM COCTaBJISIET OKOJIO
4,6 n/Kr, 4TO yKa3plBa€T HAa aKTHBHOE paclpe/ie]ieHne BOPHUKOHa30Jia B TKaHU. CBSA3bIBaHHE C
OenkaMH IJ1a3Mbl KPOBU COCTaBISIET 58 %.

Bopukonazon mnpoHmkaeT uepe3 remartodHiedammueckuii 6aprep (I'DB) u ompepensercs B
CIIMHHOMO3T'OBOM YKHJIKOCTH.

Buotpanchopmanus

CoryiacHO JaHHBIM HCCIEIOBaHH IN Vitr0 BOPUKOHA30J METAa0OJM3UPYETCsl MO JACHCTBHEM
uzopepmentoB CYP2C19, CYP2C9, CYP3A4. Baxuyo poiab B MeTaboIM3Me BOPHUKOHA30J1a
urpaet uzopepment CYP2C19, nposBisitonuii BeIpaKEHHBIH T€HETUYECKHH MmoauMopdus3M, B
CBSI3U C Y€M NOHIKEHHBIM MeTa00IM3M BOPUKOHA30J1a Bo3MOXkeH y 15-20 % mnpencraBureneit
a3MaTCKOT0 MPOMCXOXKACHUS U Yy 3-5 % mnpencraBuUTeNei €BpONEOUJIHOW M HETPOMAHOU pac.
YcraHoBIEHO, YTO y MALMEHTOB ¢ MOHMKEHHBIM MeTabosm3mMoM AUCT BOpMKOHA30J1a B CpeIHEM
B 4 paza BblIlIe, YeM Y TOMO3UT'OTHBIX MAlIMEHTOB C BHICOKMM META0O0IU3MOM. Y TeTepO3UTOTHBIX
MAIMEeHTOB ¢ BHICOKUM MeTaboim3mMomM AUCT BopuKOHa30ja B CPEIHEM B 2 pasa BBILIE, YEM Y
TOMO3UTOTHBIX.

OCHOBHBIM METabOJIUTOM BOPUKOHA30J1a SABJSETCS N-OKCHUJ, 10JI1 KOTOPOI'O COCTaBISIET OKOJIO
72 % oT 00111ero KOJM4ecTBa HUPKYIUPYIOLIUX B TJIa3Me KPOBU METAa0OJIUTOB C PaIMOaKTUBHOM
METKOM. DTOT MeTabOoIUT 00J1a/1a€T MUHUMAJIbHOI IPOTUBOTPUOKOBON aKTUBHOCTBIO U HE BHOCUT
BKJIAJ] B KJIMHUYECKUH 3P PEeKT BOPUKOHA30IA.

DJIMMUHALINS

BopukoHa3on BbIBOAMTCA B BHUIE METAa0OJIMTOB Tmocie OuoTpaHchopManuu B IEYCHH; B
HEU3MEHEHHOM BH/JI€ TIOYKaMU BbIBOJUTCS MeHee 2 % OT BBECHHOM J03bI Iperapara.

[Tocrie MHOTOKpPaTHOTO MpHeMa BHYTPb WJIM BHYTPUBEHHOT'O BBEJCHHS B MOUYE OOHAPYKUBACTCS
oxoJ10 83 % u 80 % 11036l BOPUKOHA30J1a, COOTBETCTBEHHO. bosbias yacts (> 94 %) ob1elt 10361
BBIBOJIMTCS B T€UEHUE MEPBBIX 96 4 1ociie mpreMa BHYTPb U BHYTPUBEHHOTO BBE/ICHUS.

[Mepuon nonyseiBeaeHus (T1/2) BOpHMKOHA30J1a 3aBUCHT OT J03bI M COCTABIIICT IPUMEPHO 6 4 TIpU
npueMe mpernapata BHYTph B go3e 200 mr. B cBsizu ¢ HeMMHEWHOCTHIO (apMaKOKMHETHKHU
BenmurHa T1/2 HE MO3BOJISET PEICcKa3aTh KyMYJISIIMIO UM BBIBEJIEHHE BOPUKOHA30JIA.

dapMaKOKHMHETHKA B OCOOBIX IPyMIax

Llon

ITpu MHOrOKpaTHOM NpueMe BOpUKOHa30J1a BHYTPb Cmax 1 AUCT y 310pOBBIX MOJIOBIX KEHIUH
ob111 Ha 83 % 1 113 % COOTBETCTBEHHO BBIIIE, YEM Y 370POBBIX MOJOIBIX MyX4MH (18-45 ner).
3HaunuMbIX pazsauuuid Cmax 1 AUCT y 340pOBBIX NMOXKHIIBIX MY)KUYHH M 3J0POBBIX IOXKHJIBIX
JKEHILMH (= 65 1er) HeT. PaBHOBECHAs: KOHLIEHTPALMs BOPUKOHA30J1a B IJ1a3Me KPOBH Y KEHILUH
6buta Ha 100 % 1 91 % BbIIe, YeM y MYXUYHH MOCJIe TpHeMa BOPUKOHA30J1a B BUJIE TaOJIETOK MU
CYCIIEH3MH, COOTBETCTBEHHO. Heo0XxoaumMocTy B KOPpEKIMU JJ03bl BOPUKOHA30J1a B 3aBUCUMOCTH
0T noja HeT. KoHIeHTpaluy B I1a3Me KPOBH y MY>KUYHMH U JKEHIIUH CXO/IHBI.

Bospacm

[Tpu MHOTOKpaTHOM pueMe BOpUKOHa3051a BHYTPb Cmax 1 AUCT y 310pOBBIX MOXKUIIBIX MY>KUHH
(= 65 net) Ha 61 % u 86 % COOTBETCTBEHHO BBIILIE, YEM Y 370POBBIX MOJIOABIX MYyX4MH (18-45
1et). 3HauuMbIX pazauuuil Cmax 1 AUCT y 310pOBBIX MOJIOBIX KEHIIHH (18-45 51eT) 1 310poBbIX
MOXXHWIBIX JKeHIUH (> 65 mer) Her. [Ipoduns 06e30macHOCTH BOPHKOHA307a y MOJIOABIX M
MOXHJIBIX MAlUEHTOB HE OTIMYAETCS.

HeoOxoaumocTu KoppeKlny 1036 BOPUKOHA30J1a B 3aBUCUMOCTH OT BO3pacTa HeT.

Ioueunas neoocmamoynocmeo

Cas3piBaHMe ¢ OenkamMH IUIa3Mbl CXOAHO Y MAlMEHTOB C Pa3IUYHON CTENEHBIO MOYEUHOM
HEJI0CTaTOYHOCTH. Y MAIlMEHTOB CO CPEAHEN TN TSKENION CTETeHbIO HapyIIeHUs (yHKIIUU oYK
(KOHILIEHTpalMs KpeaTHHUHA B IUIa3Me KpoBH > 220 MKMOJB/I Uiau 2,5 Mr/mi) HabmonaeTcs
KyMYJISLIMsL BCIIOMOTaTeIbHOTO BeIllecTBa - OeTajexca Cyiab(poOyTuiaTa HaTpusl, BXOAALIETO B
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COCTaB JIMO(UITU3ATA JJIsI TIPUTOTOBJICHUS PACTROPA TSI 'ﬁi&)&&l@f] OBATENEHOCTE 0002)

Ileuenounas Hedocmamoyrnocmo

Hapymenne ¢yHKIMHM TI€YeHW HE BIUSET HA CBS3BIBAHHE BOPUKOHA30JIa C OCNKAMH TUIa3Mbl
kpoBHu. CBeneHuil o (papMakOKMHETHKE BOPUKOHA30Jla Yy MAIMEHTOB C TSDKEJIOW CTENEHBIO
TSOKECTH NMEYCHOYHOU HepocTaTouHocTH (Kkinace C mo kinaccudukanuu Yaina-I1e10) HeT.

eTH
VY nmereil ormeuaercs Oojblias BHYTPUMHAWBUIYyalbHas BapHaOCIbHOCTb, YE€M Yy B3POCIbBIX.
CpaBHeHME ACTCKOW M B3pOCION MONYJSIIMU MOKaszano, yto npeanosaraemas AUCtT y nerei
1OCJIe BBEJCHMS HACHIMAONICH 70361 9 MI/Kr Oblla CpaBHMMa C TaKOBOW y B3pPOCIBIX IOCIE
BBEJICHUS Hachlmaomen 10361 6 Mr/kr. [Ipennonaraemas o0ias KOHIEHTpaLuUs y AeTel mocie
BBEJICHUS TOJIJICPIKUBAIOIIEH 1036l 4 MI/KT M 8 MI/KT JIBa pa3a B CYyTKU ObLlIa TAKXKE CPaBHUMA C
TaKOBOM y B3pOCJIbIX MOCTIE BBEACHHSI TOJACPAKHUBAIOIICH 103bI 3 MI/KT U 4 MI/KT J1Ba pa3a B CyTKH.
KonuenTparusi BOpMKOHa30J1a P BHYTPUBEHHOM BBEICHUH B J103€ 8 MI/KI B JIBa pa3a BBILIE,
YeM Ipu MpueMe BHYTPb B J03€ 9 Mr/Kr. bBuogocTynHoCTh BOpUKOHA301a IIpU IPUEME BHYTPh Y
JETE MOXKET OrpaHMYMBATHCS HAPYILIEHWEM BCAChIBAHMA U JOCTATOYHO HU3KOM Maccoil Teja B
3TOM BO3pacTe, U B 3TOM CJIydae MOKET ObITh OKa3aHO BHYTPUBEHHOE BBEJICHHE.
[TosryueHHbIE JaHHBIE CBUJETENILCTBYIOT O 00Jiee BHICOKOM 3JIMMUHALIMU BOPUKOHA30Ja y JeTeH
10 CPABHEHHIO CO B3POCIIBIMH B CBSI3U C OOJIBIITUM COOTHOIIEHUEM MACChl IEYEHU U MacChl Tela.
VY OONBIIMHCTBA TMOJPOCTKOB KOHIIGHTPALMSl BOPHKOHA30Jla B IJIa3ME€ KPOBH COOTBETCTBYET
ATOMY TOKa3aTeNI0 Y B3pPOCIBIX MAIMEHTOB. TeM He MeHee, OTMEYalMCh MEHbIINE 3HAYCHUS
KOHIIEHTpAllMi BOPUKOHA30J1a B IJIa3M€ KPOBU Y HEKOTOPBIX MOJAPOCTKOB C HU3KOM Maccoi Tena
110 CPABHEHHIO CO B3POCIIBIMH U OBLIH OJIFKE K 3HAYEHUSM TOT'O K€ IM0Ka3aress y AeTeil.
OCHOBBIBAsICh HA MOMYJISIIIMOHHOM (hapMaKOKHHETHYECKOM aHAJIN3€, TOIPOCTKHU B BO3pacTe OT 12
1o 14 net ¢ maccoit Tena MeHee 50 KT TOJKHBI TOTy4YaTh 03y BOPUKOHA30J1a, PEKOMEHIOBAHHYIO
JUISL TIpUEMa y JIETeH.

6. ®APMAIEBTUYECKHUE CBOMCTBA

6.1 IlepeyeHb BCIOMOTaTeJILHBIX BElIECTB
beranekca cynbpoOyTunat HaTpus.

6.2 HecoBmecTuMOCTH

Bopukonazon necoBmectum ¢ 4,2 % pacTBOpOM HATpusi THAPOKApOOHATa, MOITOMY €ro He
PEKOMEHIYETCSl MCIIONIb30BaTh B KadecTBe pacTBopuTensi. COBMECTUMOCTH C APYTUMHU
KOHIIEHTpALUsIMU HaTpUsl THIPOKapOOHATa HEU3BECTHA.

ITpenapat Bopukonazon [k Henb3s BBOOUTH OJHOBPEMEHHO C IpenaparaMd KpOBU WM
pacTBOpaMu 3JIEKTPOJIUTOB BBICOKON KOHIIEHTpAIMM, Aa)Ke €ClU s MHPY3UH HCIOJb3YIOTCS
OTJICJIbHBIE KATETEPHI.

Wndysuto npenapara Bopukonazon J[>x He ciieryeT NpoBOIUTE YEPE3 OJUH KaTeTep WM KaHIOJII0
C IpYI'MMH JIEKapCTBEHHBIMM CPEJICTBAaMU, BKJIIOUAs MpEnaparsl 1l NapeHTEPAIbHOTO TUTAHUS
(Amunody3un 10% Ilnroc). OnHako mpenapaT MOXET BBOAUTHCS OJHOBPEMEHHO C IOJHBIM
NApEHTEPAIbHBIM MTUTAaHUEM U C PACTBOPAMM AJIEKTPOJINTOB HEBBICOKOW KOHIICHTpALUM 4epe3
OTJIeJIbHbIE KaTeTEePhl WU OTAENbHBIN BX0/1 MHOTOKaHAIBHOI'O KaTeTepa.

JlaHHBIN JI€KapCTBEHHBIN IIpemnapaT HE CIEAyeT CMEIIMBAaThb C APYTMMH JIEKAPCTBEHHBIMU
npernapaTaMu, 3a UCKIIOUYEHHEM YIIOMSHYTBIX B paznene 6.6.

6.3 Cpok rognoctu

HeBCckpuIThIH (hjIaKoH

2 roaa.

ITpUroTOBIEHHEII PACTBOPD

C MHKPOOMONOTHYECKON TOYKHU 3peHUs WH(Y3UOHHBIA PACTBOP PEKOMEHAYETCS] UCIOIB30BATh
cpa3y mocie TpurotoBieHus. Ecimu pacTBOp He HCMOIB30BaH HEMEJICHHO, YCIIOBHS M CPOK
XpaHEeHUs! SIBJSIIOTCS OTBETCTBEHHOCTBIO MOJIB30BATENsl M HE JOJDKHBI MPEBbINATH 24 4 MpuU
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KOHTPOJHMPOBAHHBIX U BAJIMAUPOBAHHBIX ACCIITUYCCKUX YCIIOBHAX.

6.4  Ocobble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUH
XpanuTth npu Temneparype Huwxke 25 °C B OpuruHajgbHON YIIaKOBKE.
VYcioBus XpaHEeHHs pacTBOPa JIEKAPCTBEHHOT'O CPEACTBA CM. B pasene 6.3.

6.5 XapakTtep M cojep:KaHue MEPBUYHOH YNIAKOBKH

I[To 200 Mr BOopuKOHA30Ja B IPO3payHbIe CTEKISTHHBIE TpyOUaTbie (hIakoHbI THI | BMECTUMOCTBIO
30 M1, yKymOpeHHbIE OpOMOYTHJIOBBIMH PE3WHOBBIMU MpoOkamMu 20 MM M OOKaTaHHbBIC
KOJIMAYKaMd KOMOMHHPOBAHHBIMU M3 AJIOMHHHMA M IJIACTMACChl C OTKHJIHOW TUIOMOOM
nuamMeTpom 20 MM.

Kaxplii (h1akoH BMeCTe C TMCTKOM-BKIIAJIBIIIEM OMEIIAIOT B TAYKY KAPTOHHYIO.

6.6 OcoOble Mepbl NPEJOCTOPOKHOCTH NPH YHHYTOKEHHHM HCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara ujiM 0TX0/10B, MOJYYeHHbIX NOcJe IPUMEHEeHHs Npenapara, u
Apyrue MAHMIYJISIHUY € TPenapaTom

WHCTPYKINS 110 IPUTOTOBICHUIO PACcTBOPA JUIsd MHDY3UH

[Ipenapatr Bopukonazon Ik Bbimyckaercs BO (IakoHax Aisi OJHOKPATHOTO MPUMEHEHUS.
Copnepxxumoe (1akoHa BOCCTAHABIMBAIOT, PACTBOPSS B 19 MII BOJIBI I MHBEKIUN, U TIOJTYYAIOT
20 M1 IpO3payHOro KOHIIEHTpaTa, COAEPKaIlero BOPUKOHA30J1 B KoHIeHTpauu 10 mr/mi. Ecnu
pacTBOpUTENIb HE TIOCTYMAeT BO (IAaKOH TOA JIEHCTBHEM BakyyMma, TO (DJIaKOH HCIIOJIb30BATh
Henb3s. [lepen mpuMeHeHreM He0OX0aUMbIH 00beM KOHIIEHTpaTa (cM. Tabuuily 5) npubaBisioT
K PEKOMEHJYeMOMY COBMECTUMOMY pacTBOpY it MHPY3uH (CM. TaOMUIy 5) W TOJIY4aroT
pacTBOp, coAepKalluii BOPUKOHA30JI B KOHIIEHTpauusax ot 0,5 Mr/mi 10 5 mr/mit.

Tabmuna 5. Heobxoammbie 00beMbl KOHIIEHTpaTa npenapara Bopukonaszon [k 10 mr/ma

Macca | OO0beM koHleHTpaTa npenapara Bopukonaszon [ (10 Mr/mi) ~ HeoOXoauMbIe AJist
Tena MIPUTOTOBJICHHUSI
(kr) Jo3a 3 mr/kr | Jloza4 mr/kr | Jlo3a 6 mr/kr | Jlo3a 8 mr/kr Jlo3a 9 mr/kr
(umcio (umcimo (aucimo (umcio (umcimo
(h1aKOHOB) (J1aKOHOB) (J1aKOHOB) (h1aKOHOB) ((p1akoHOB)

10 - 4,0 v (1) - 8,0 mi (1) 9,0 m1 (1)
15 - 6,0 mi (1) - 12,0 ma (1) 13,5 ma (1)
20 - 8,0 mu (1) - 16,0 mut (1) 18,0 mut (1)
25 - 10,0 mu (1) - 20,0 mi (1) 22,5 mn (2)
30 9,0 M1 (1) 12,0 M (1) 18,0 M (1) 24,0 M1 (2) 27,0 M1 (2)
35 10,5 mu (1) 14,0 mu (1) 21,0 M (2) 28,0 M (2) 31,5 M (2)
40 12,0 M (1) 16,0 M (1) 24,0 M1 (2) 32,0 M (2) 36,0 mi (2)
45 13,5 M1 (1) 18,0 M (1) 27,0 M1 (2) 36.0 M (2) 40,5 M1 (3)
50 15,0 mut (1) 20,0 mi (1) 30,0 mi (2) 40,0 mi (2) 45,0 mi (3)
55 16,5 mu (1) 22,0 M1 (2) 33,0 M (2) 44,0 ma (3) 49,5 mn (3)
60 18,0 mut (1) 24,0 mi (2) 36,0 mi (2) 48,0 mi (3) 54,0 mx (3)
65 19,5 M1 (1) 26,0 M1 (2) 39,0 M (2) 52,0 mx (3) 58,5 M (3)
70 21,0 M (2) 28,0 Mt (2) 42,0 mi (3) - -
75 22,5 mi (2) 30,0 mi (2) 45,0 mx (3) - -

80 24,0 ma (2) 32,0 mx (2) 48,0 ma (3) - -
85 25,5 mi (2) 34,0 M (2) 51,0 M (3) - -
90 27,0 M1 (2) 36,0 M (2) 54,0 ma (3) - -
95 28,5 mi (2) 38,0 M1 (2) 57,0 mi (3) - -

100 30,0 M (2) 40,0 m1 (2) 60,0 ma (3) - -

BoccraHoBneHHBIN pacTBOp: TPO3payHbI, OECHBETHBIA pPAcTBOpP, 0€3 BHUIMMBIX YaCTHIIL.
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[Tpenapat Bopukonazon [Ix, muopunmsar ais HFOToﬁﬁ%Qﬁﬁ@E&%ﬂ_ﬁg EJIH:ﬁpLFbiLGJs'JféHHﬂ

pacTBopa Il WMHQY3UMA, TPEACTABISICT COO0OM CTEPUIIBHBIM JHOGUIN3aT O0e3 KOHCEpPBaHTA,
HpeI[HaBHa‘IeHHbIﬁ AJI1 OAHOKPATHOI'O MPUMCHCHUA.
KoHIeHTpaT MOKHO Jlajiee pa3BOAMUTh CIEAYIOIIMMHU PACTBOPAMH:

. 0,9 % pacTBOp HaTpUs XJIOpUA VISl BHYTPUBEHHOTO BBE/ICHUS;

. pactBop Punrepa nakrara A BHyTPUBEHHOTO BBEACHMUS,

. 5 % pacTBOp HEKCTPO3bI U pacTBOp PuHrepa makTaTa Juisi BHYTPUBEHHOTO BBEICHHUS;

. 5 % pactBop nekctpo3sl U 0,45 % pacTBOp HATpus XJOpula JUIsi BHYTPUBEHHOT'O
BBEJICHUS;

. 5 % pacTBOp AEKCTPO3BbI ISl BHYTPUBEHHOTO BBEJICHMUS;

. 5 % pactBop aexctpo3sl u 0,15 % pacTBOp Kanus XJI0puaa 11t BHYTPUBEHHOTO BBEJICHUS,

. 0,45 % pacTBOp HATPUs XJIOPUAA U1 BHYTPUBEHHOT'O BBEJICHUS;

. 5 % pactBop aekctpo3sl u 0,9 % pacTBop HaTpus XJIOpUAA JIsl BHYyTPUBEHHOT'O BBEACHHUS.

Yruauszanms
Bech ocTaBmmiics iekapCTBEHHBIN MperapaT U OTXO/bI CIEAyeT YHHUTOXXKHUTh B YCTAHOBJIEHHOM

MOPSIKE.
7. JAEPXKATEJb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI

Poccniickas @enepanyst

000 «/Ixxonac Dxcioum»

140200, MockoBckast 00:1., Bockpecenckuii p-oH, r. Bockpecenck, yia. MockoBckasi, A. 45w,
oduc 4.

Tenedon: 8 (499) 503-01-92

E-mail: info@jodas.ru

7.1 IIpencraBuTelib AepKaTesisi PerHCTPAIHOHHOTO YA0CTOBEPEHUSI:

IIperensun noTpeOUTEIEH HANPABIATE 10 aJIPECY.

Poccniickas @enepanys

000 «/Ixxomac Dxcnoum»

140200, MockoBckast 00:1., Bockpecenckuii p-oH, r. Bockpecenck, yin. MockoBckasi, A. 45w,
ouc 4.

Temedon: 8 (499) 503-01-92

E-mail: info@jodas.ru

8. HOMEP PETUCTPAHMOHHOI'O YJOCTOBEPEHMUSA

9. JIATA IEPBUYHOM PETUCTPALIUA

[ara nepBoil peructpamuu:

10. JATA NEPECMOTPA TEKCTA

OOmiasi xapakTepHCTHKa JICKApCTBEHHOTro mnpemnapara Bopukonazon [k moctymHa Ha
MH(GOPMAIIMOHHOM TopTasie EBpasuiickoro SKOHOMHYECKOTO COK3a B HH()OPMAIUOHHO-
KOMMYHUKaIMOHHOM ceTu «/HTepHeT» http://eec.eaeunion.org/
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