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1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O ITPEITAPATA
Bopukonazon, 200 mr, nuoduiamsar Juisi OPUTOTOBIEHHMS KOHLEHTpara Jjsl MPUTOTOBJICHUS

pactBopa JuIsi HHY3Ui.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JelicTByromiee BeIeCcTBO: BOPUKOHA3OII.

Kaxnprii makon copepxut 200 Mr BOpUKoHa3071a.

Kasxnprit Mt koH1ieHTpaTa coaepkut 10 Mr BoprkoHasoa.

BcenomorarenbHble BellecTBa, HAaJMYKUE KOTOPHIX HAJO0 YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: Hatpui (cM. pasnen 4.4.).

[TonHbIii TepedyeHb BCIOMOTAaTENbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
JInodunuzar ns NpUrOTOBICHHS KOHIIEHTpaTa JIJIsl MPUTOTOBJICHHS pacTBOpA 7Sl HH(Y3HIA.

JIno¢punr3upoBaHHBIHN MOPOIIOK HITH MOPUCTAst Macca OesIoro MWK TOYTH OeJIoro IBeTa.

4. KJIMHUYECKHUE JAHHBIE
4.1. Iloxa3aHusl K NPUMEHEHHUIO

BopukoHnazosn nmoka3aH K IpUMEHEHUIO y B3pOCIBIX U JIeTeil B Bo3pacTe oT 2 A0 18 set.

. MHBa3uBHBIN acepruiuies.
° Kangunemus y nmaniueHToB 6€3 HEUTPOTICHUH.
. Tspxenbie ”HBA3UBHBIC KaHAM103HbIEe HHGeKIuu (BrItovas C. kruser).

o Kannunos numesona.

o Tsoxenble rpuOKoBbIe HH(GEKLNH, BbI3BaHHBIE Scedosporium spp. u Fusarium spp.

o Jlpyrue TsDKenble WHBa3WBHBIE TPUOKOBbIE WHQEKIUH MpPU HEMEPEeHOCUMOCTH WM
pedpakTEepHOCTH K APYTUM JIEKAPCTBEHHBIM CPEICTBAM.

. [Ipo¢unaktuka «IpOPHIBHBIX» T'PUOKOBBIX MH(MEKUUH Yy MAIUEHTOB CO CHUKEHHOM
(GyHKIHEH UMMYHHON CHCTEMBI, TUXOPAJKOW U HEUTPONEHUEH, U3 TPYII BBICOKOTO PUCKA
(peuMIueHThl TPAHCIUIAHTALMM TE€MOINOATUYECKUX CTBOJIOBBIX KIIETOK, MAI[MEHTHl C
pelUIMBOM JIEHKO3a).

. [TpodunakTka MHBa3UBHBIX IPHUOKOBBIX MHPEKIIUHA Yy MAIUEHTOB (B3POCIbIX U AeTei oT 12
no 18 uer) rpynmbl BBICOKOTO pPHCKA, TAaKUX KakK pPELUIUEHTH TpaHCIIAHTALUU

TEMOIIO3THYCCKUX CTBOJIOBBIX KIJICTOK.
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4.2. Pexxum 103UpOBaHMS U CIIOCOO MPUMEHEHUS

[Tepen HawamoM Tepanuu HEOOXOIUMO OTKOPPEKTUPOBATH TAKHUE dJIEKTPOIUTHEIC HAPYIICHHUS, KaK
TUTIOKAJIUEMUsl, TUTIOMarHUEMHUS U TUIIOKaIbIueMus (cM. pazzaen 4.4.).

Pexxnm 1o3upoBaHus

Hasnauenune mnpenapata BopukoHaszon cieqyeT HauWHaTh C BHYTPUBEHHOTO BBEACHUSA B
PEKOMEHyeMOW HACHIIAIOIEH 03€, 4YTOOBl YK€ B TEpBBIA JI€Hb JOOHUTHCSA aJIeKBAaTHOM
KOHICHTpAalIKU B IJIa3MC KPOBHU. BHYTpI/IBCHHOG BBCACHUC CJIICAYCT NPOAOIKATh KaK MUHUMYM
7 AHe, mociie 4ero BO3MOXKEH MEepexo/l Ha MepopaibHbIi MpueM Mpenapara, Npu YCIOBUU, YTO
MAlMEHT CIOCOOEH MPUHUMATh JICKApCTBEHHBIE CpEACTBA Il NpHEMa BHYTPb. YUWThIBas
BBICOKYIO OMOIOCTYITHOCTD Iperiapara npu npueMe BHYTpb, TOCTUraromryto 96 % (cm. pasuen 5.2.),
pu HAJIMYUH KIIMHUYCCKUX MMOoKa3aHuii MOXKHO NEepEXOoaUuTh C BHYTPUBCHHOI'O Ha IMEPOPAILHOC
NpUMEHEeHHe npenapara 6e3 KOppeKIMH J03bI.

Ta6muma 1. JlozupoBanue npenapata Bopukonason

PELHITMEHTHI TPAHCIIIAHTAIIH
IeéMOIOATUYECKUX CTBOJOBBIX
KJIETOK / Mpo(puIaKTUKa
«IIPOPBIBHBIX» TPHOKOBBIX
MHQEKINH y TUXOpaasiInX

IHalfMCHTOB

Kaxnaple 12

BnyTps
[TanmeHTh! ITanmmenToI
BuyTpusenHo . .
C Maccoil Tena C Maccoii Tena
40 xr u Oosee MmeHee 40 Kkr
Hacprmaromast 1o3a — 6 MI/KT He He
Bce MoKa3aHus (mepBble 24 ) Kaxzaple 12 u pPEKOMEHYeTCS PEKOMEHAYETCS
[TonnepxuBaroriast 103a (mMocie nepBoix 24 )
[IpodunakTnka HHBa3WBHBIX
IpUOKOBBIX UH(pEKIUH Yy
MalKUEHTOB (B3pOCIBIX U JAETEH
crapiue 12 net) rpynmnsl
BBICOKOT'O PUCKA, TAKUX KaK
3 — 4 mr/kr 200 mr 100 mr

Kaxkable 12 g

Kaxkable 12 g

WNHuBa3uBHBIN actiepruiies /
WHQEKIUH, BEI3BAaHHbIC

Scedosporium spp. n Fusarium

4 MT/KT

Kaxxnaele 12 4

200 mr

Kaxnple 12 4

100 mr

Kaxnple 12 4
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Spp. | IpyTHe TSKeTbIe URATESY
WHBa3UBHbBIE TPHOKOBBIC
nHpeKun
Kannunemus y marueHToB 6e3 3 — 4 Mr/kr 200 mr 100 mr
MPOSIBJICHUI HEUTPOIIEHUHU KaxJple 12 u Kaxapie 12 u Kaxpie 12 4
200 mr 100 mr

Kangunos nuinesoaa He ycranoBneno

Kaxaeie 12 4 Kaxaele 12 4

110060p 003bl 0151 BHYMPUBEHHO20 86€0eH s

[Tpu HepocrarouHoi 3¢ (HeKTUBHOCTH JICUeHHsI MTOAIep>KUBaloIas A03a npenapara Bopukonazon
JUTsI BHYTPUBEHHOTO BBEICHHS MOXET OBITh yBenuueHa 10 4 Mr/Kr kaxasie 12 4. Ecnu manueHT
HE TICPEHOCHT IpernapaT B BBICOKOH J103€, €€ CHUKAIOT JI0 3 MI/KT Kaxipie 12 .

JTMTETbHOCTD JICYCHUS JTOJKHA OBITh KaK MOXHO KOpOYe B 3aBHCHMOCTH OT KJIMHUYECKOTO
s dexra u pe3ylbTaTOB MUKOJIOTUYECKOTO HCCaeNoBaHus. JJTMTEIBHOCTE JICUCHUS HE JIOJDKHA
npesbiath 180 nHei.

Ipogpunaxmuxa

[TpodunakTuveckoe MprUMEHEHUE Ipernapara clieyeT HaunHaTh B JICHb TPAHCIIAHTAIIMA H MOYKHO
npoxoipkath g0 100 muei. [Ipommute npodumaktuky g0 180 mgHEH MOXHO TOJIBKO B Cllydae
MPOAOIDKEHUST UMMYHOCYTIPECCUBHOM TEparuu WM Pa3BUTHS PEAKIUH «TPAHCIUIAHTAT MPOTHUB
xo3suHay (TI1X). be3zomacHocTh 1 3D PEKTUBHOCTh BOPUKOHA30JIa TIPU NpUMeHEeHUH Oonee 180
JTHEH B KIIMHHYECKHUX MCCIICAOBAHUAX HAUICKAIINM 00pa3oM HE N3yJalTiCh.

PexkxuM  103MpoBaHMSI C IIENIBI0 TPOQUIAKTHKU TaKOW JKe, KaKk M C IICNbI0 JICYCHHS B
COOTBETCTBYIOIIIUX BO3PACTHBIX IPyTMaXx.

Oco0bIe I'pynnbl TaliMEHTOB

Iayuenmul nodtcuno2o eospacma

Koppexiun 10361 y NOXKHUIBIX JI10J€i HE TpeOyeTcs.

Iayuenmoi ¢ HapyweHnuem GyHKyuu nouex

VY mnanueHToB €O CpeAHed WM TSHKEIOM CTeNEeHbI0 IMOYEYHOM HEeIOCTaTOYHOCTH (KIMPEHC
KpeaTuHUHA < 50 MJI/MHH) HaOM0AaeTCs KyMYJISIUS BCIIOMOTaTeIbHOrO KOMIIOHEHTA Mpenapara
Oeranexca cynbdoOyTunara Hatpus. TakuM nanueHTaM BOPUKOHA30JI ClIeyeT Ha3Ha4aTh BHYTpPb
3a WCKJIKOYEHMEM TeX CIlydaeB, KOorja Ipeirojaraemasl I0jb3a BHYTPUBEHHOIO BBEIEHUS
OPEBBbIIIACT TOTCHIMAJIbHBIM pHUCK. B  MOMOOHBIX CHUTyalMsX HEOOXOIUMO pErylsipHO
KOHTPOJIUPOBATh KOHIIEHTPAILMIO KpeaTUHHUHA U B CIydyae €ro MOBBIIMICHUS cleayeT oOCyauThb

BO3MOKHOCTbh IMEPEX0/1A HA IPUEM BOPUKOHA30J1a BHYTPb.
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reMOJMalIn3a He MPUBOAUT K yIAJCHUIO 3HAYMTEIHHON YacTH 71036l BOPUKOHA30J1a M HE TpeOyeT
ee koppekun. beragekca cynbpoOyTuIaT HaTpHsi BBIBOAUTCS B XO/I€ TEMOJIMANIN3A C KIIMPEHCOM
55 mu/MuH.
Tayuenmsi ¢ Hapywenuem yHKyuu nevetu
[Ipu ocTpoM MOBPEKICHUH TTEUECHH, TPOSBISIOIIEMCS MOBBIIICHUEM aKTUBHOCTH «IICYCHOUHBIX)
TpaHcamuHa3: ananuHamuHoTpancdepassl (AJIT) u acmapraramuuorpancdepasst (ACT),
KOPPEKIHUS 103l HE TpeOyeTcs, HO PEKOMEHIyeTCsl TPOAOIIKATh KOHTPOIIb MoKa3areneil pyHKiuu
MICUCHHU.
[TanpieHTam ¢ TETKMMHU WM CPEAHETSDKENIBIME HapyleHussMU (pyHKIMK iedeHu (kiaaccel A u B o
knaccudukanuu Yaina-I1e0) cnenyer Ha3HAuaTh CTAaHAAPTHYIO HACKHIIIAIOIIYIO 03y Mpernapara
BopukoHazon, a moa/iepKUBaoIyto 103y CHUXaTh B 2 pa3a. [lanmeHTaM ¢ TsKeaol CTeneHbIo
HapyueHus ¢yHkiun nedenu (kiacc C no kinaccudukarun Yaiina-I1ei0) npenapar Bopukonazon
CleyeT Ha3HauyaTh TOJBKO B TEX CiydasX, KOrJa OKHJaemasl I0Jib3a IPEBBIIIAET BO3MOMKHBIN
PUCK, U TIOJ] TIOCTOSTHHBIM KOHTPOJIEM C IIENIBI0 BBISIBICHHS MPU3HAKOB TOKCHUYECKOTO JEHCTBHS
npernapara.

eTH
beszomacHocTs u 3 dexruBHOCTH Tpenapara Bopukonaszon y aereii B Bozpacte ot 0 10 2 et He
YCTaHOBJIEHBI. J|JaHHbBIE OTCYTCTBYIOT.
Peosicum 0ozuposanus eopuxonasona y oemetl (8 6ozpacme om 2 0o 12 nem) u noopocmkos 6
so3pacme om 12 0o 14 nem u maccoti mena menee 50 ke
Tabnuua 2. Pexxum 1031poBaHNs BOPUKOHA301a Y IeTei (B Bozpacte OT 2 10 12 neT) ¥ HoAPOCTKOB

B Bo3pacte oT 12 no 14 net u maccoit Tena meHee 50 kr

Buyrpusenno Buyrps
Hacpimaromas no3a
9 mr/kr kaxnpie 12 g He pexomennyercs
(mepBble 24 4)
IHonnep:xuBaromas 103a 9 MI/Kr ABa pa3a B CyTKU
(mocJie nmepBhIX 24 4) 8 MI/Kr 2 pa3a B CyTKH (MakcumanbHast 103a 350 Mr
JIBa pa3a B CyTKH)

Tepanuio pekOMEHIYEeTCs HauMHATh C BHYTPUBEHHOIO BBEIEHHUs IIpenapara, a BO3MOXKHOCTb
[IEPOPAIBLHOIO IIPUEMa BOPUKOHA30JIa CIIEAYET PAacCMaTpUBaThb TOJIBKO IIOCIE KIMHUYECKOIO
YIIy4IIEHHs U BO3MOXHOCTH MallM€HTa IPUHUMATh I1EpOPAbHBIE JIEKAPCTBEHHBIE CPEACTBA.

Crnenyet npuHUMAaTh BO BHUMaHUE, YTO BO3JIEHCTBHUE Mpernapara py BHYTPUBEHHOM BBEJICHUH B

J03€ 8 MF/KF HpI/I6JII/I3I/ITeJIBHO B JIBa pa3a BBIIIC, YCM ITPU MPUMCHCHUH BHYTPb B 103€ 9 MT/KF.
4
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[IpuMmeHeHue BOpMKOHa30J1a y IeTel B BO3pacTe [T 2 J10 15')‘1’6'[’1%;[)‘\"%]

WM TIOYEK HE U3y4anoch.

Peoicum 0ozuposanus sopuxonaszona y noopocmros (6 eospacme om 12 0o 14 nem c maccou mena
50 ke unu b6onee; om 15 0o 18 nem 6He 3asucumocmu Om maccol meia)

Pesxxum 103upoBaHusl COOTBETCTBYET PEXKUMY JO3UPOBAHHUS Y B3POCIIBIX.

Koppexyus 0o3vl

[Tpr HeameKBaTHOM KIMHUYECKOM OTBETE MAIMEHTA, 1032 MOXKET OBITh YBEIMYEHA C IIarom
1 mr/kr (uau 50 Mr B ciaydae, €clid U3Ha4aJlbHO MIPUMEHSITH MAaKCUMAJIbHYIO TIEPOPATbHYIO 103y
350 mr). B ciyuae, eciau peGeHOK He MEPEHOCHUT JICUEHUE, MOXKHO CHU3UTH 703y BOPUKOHA30J1a C
mraroM 1 mr/kr (umu 50 MT B ciydae, eCii U3HAYalIbHO TPUMEHSITH MAKCUMAJTBLHYIO TIEPOPATEHYIO
103y 350 mr).

Ipogpunaxmuxa

[TpodunakTudeckoe MpUMEHEHHUE Mpenapara y JeTei Takoe e, KaK Y B3pOCIbIX.

Cnocob npyuMeHeHus

BayTpuBeHHO HH(Y3HOHHO.

[Tpenapar BopukoHa3zon He peKOMEHIYEeTCsl BBOJUTH B BUJE OOJIIOCHBIX MHBEKLMH (CTPYHHO).

CxopocTh HH(Y3UU HE JOJKHA MTPEBHIIATh 3 MI/KI/4 B TedeHue 1 — 3 u.

WHCTpyKIMH 110 IPUTOTOBIICHUIO JIEKAPCTBEHHOT O [Tpenapara nepesi HpuMeHEHUEM CM. B paszziene 6.6.

4.3. IlporuBomnoka3zanus

e [unepuyBCTBUTENBHOCTh K BOPHKOHA30JIy WM K JIFOOOMY M3 BCIIOMOTaTEJIbHBIX BEIECTB,
MepeUrCIeHHbIX B pasnene 6.1.

e OpHoBpeMeHHOe mpuMeHeHue c¢ cyoctparamu wuzopepmenta CYP3A4: rtepdenaaus,
acTeMH30Jl, IM3aNpuja, MUMO3MJ, XWHUAWH WIA HBAaOpPaJMH, MOCKOJBKY IOBBIIICHHbIE
KOHIEHTPAIMU 3TUX JIEKAPCTBEHHBIX CPEJICTB B IJIa3Me KPOBU MOTYT IPUBECTH K YJUTMHEHHIO
uaTepBasia QTc u penkuMm ciaydasM BO3HHUKHOBEHHS KETYTOYKOBOW TaXUKApIHH IO THITY
«mupya T» (torsades de pointes) (cm. paznmen 4.5.).

e OpHOBpeMEHHOE€ TIPUMEHEHHE C pHPAMIOUIIMHOM, KapOama3emuHOM ¢ JUIUTEIHHO
JercTByromuMu 6apoutyparamu (henodbapoburTa), MOCKOJIbKY ITH JIEKAPCTBEHHBIE CPEICTBA
MOT'YT 3HAYMTEIbHO CHU3UTh KOHLIEHTPALIMIO BOPUKOHA30I1a B [JIa3Me KPOBHU (CM. pazzen 4.5.).

e  OpHOBpeMeHHOE MpuMeHeHue ¢ pudadyTHHOM, Tak Kak pupaOyTHH 3HAYUTEIBHO CHIDKAET
KOHIIEHTpAlLMI0 BOPUKOHA30J1a B I1a3Me KpoBU (cM. pasznen 4.4. u 4.5.).

e OpHoBpeMeHHOE NpHMeHeHHe ¢ ddaupeH3oM B ao3ax 400 mr u Beime 1 pa3 B cyTku (¢
BOPUKOHA30JI0M B CTaHJAPTHBIX JI03aX), MOCKOJIBKY 3(aBUPEH3 B ITHX J03aX 3HAYUTEIHHO
CHIDKAeT KOHIIEHTPAlMIO BOPUKOHA30JIa B I1a3Me KpoBU. BopukoHa3om Takke 3HAYUTEIBHO

YBEITUYMBAET KOHIICHTPALIUIO 2(paBUpEH3a B IJIa3Me KPOBH (CM. pazzaen 4.5.).
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CYTKH), TIOCKOJIbKY DPHUTOHABHp 3HAYUTEIHHO CHU)KAE€T KOHILIEHTPAIMIO BOPUKOHA30JIa B

° OI[HOBpeMCHHOC IIPUMECHCHUEC C PUTOHABHUPOM_B_B

rJ1a3Me KpoBU B 3ToM J103¢e (cM. pazzaen 4.5.).

e  OIHOBpPEMEHHOE MPUMEHEHHUE C ATKAIOUIAMH CIIOPBIHBU (IPrOTaMUH, TUTHIPOIPTOTAMHUH),
sBIsitouxcs cyoctparamu nzopepmenta CYP3A4, mockonbKy MOBBIIICHHAS KOHIICHTPAIHS
ATHUX JIEKAPCTBEHHBIX CPEJICTB B TUIa3ME KPOBH MOXKET IMIPUBECTH K AProTusMy (cm. paznen 4.5.).

e  OnHOBpEMEHHOE NPUMEHEHHUE C CUPOIMMYCOM, ITOCKOJIbKY BOPUKOHA30JI MOXKET 3HAYUTEIIHHO
YBEJTUYUTH MIa3MEHHBIE KOHIIEHTPAIMU CUpoaumyca (cM. paszaen 4.5.).

e  OpHOBpEMEHHOE MPUMEHEHHE CO 3BEPOO0EM MPOABIPABICHHBIM (MHIYKTOp IuToxpomMa P450
u P-rmukonporenna) (cMm. pazugen 4.5.).

e  OnIHOBpeMEHHOE MPUMEHEHHUE C HaJIOKCETOJIOM, TaK KaK BOPHUKOHA30JI MOXKET 3HAYUTEIbHO
MOBBIIIATH TUIa3MEHHBIE KOHIIGHTPAIMM HAJIOKCErojia, 4TO MOXKET BBI3BaThb CUMIITOMBI
ONMMOUAHON abCTUHEHIUH (CM. pazaen 4.5.).

e  OpHOBpEMEHHOE NMPUMEHEHHUE C TOJBANTAHOM, TaK KaK BOPUKOHA30J MOXKET 3HAYMTEIHHO
MOBBIIIATH [JIa3MEHHBIE KOHIIEHTPALIUY ToJIBanTaHa (cM. paszaen 4.5.).

e  OpHOBpEeMEHHOE MPUMEHEHHE C BEHETOKJIIAKCOM B Havajie MPUMEHEHHsI BEHETOKIIaKCca M BO
Bpems (a3pl THTpPOBaHWS O3Bl Tpenapara, Tak Kak BOPUKOHA30J, BEPOSTHO, MOXKET
3HAYUTEIFHO TOBBINIATH TUIA3MEHHBIC KOHIICHTPAIIMM BEHETOKJIAKCA W PHCK Pa3BHUTHUSA
CHUHJpOMa JIM3uca onyxomnu (cm. paznen 4.5.).

e OnHOBpeMEHHOE TMPUMEHEHHE C JIyPa3HUJAOHOM, TaK Kak 3TO MOXET MPHUBECTH K
3HAYUTENFHOMY YCWJICHUIO BO3ACHCTBUS JTypa3uoHa U BO3MOKHOCTH PAa3BUTHS CEPhE3HBIX
HEeKeNaTeIbHBIX peaknuii (cM. pa3aen 4.5.).

4.4. OcoOble ykazaHus U Mepbl NPeJOCTOPOKHOCTH PU NPUMEHEHU U

B3stne wmarepmana s moceBa W JPYTrUX J1a0OpaTOPHBIX HCCIICAOBAHHMA  (CEpOJIOTHS,

TUCTOMNATOJIOTHSA) C IIeNbIO BBIICTICHUS U UACHTU(DUKAIINH BO30OYIUTENEH CieayeT MPOU3BOIUTH 110

Hauana JedeHus. JledeHMe MOXXHO HadaTh [0 TIONyYEHHUs pe3yJbTaroB JTabopaTOPHBIX

uccnenoBannidi. OHAKO TIOCTE TONyYEHHUsS] 3THUX PE3YJbTaTOB HEOOXOIWMO CKOPPEKTHPOBATh

IPOTUBOTPUOKOBYIO TEPAIIHUIO.

K Bugam, nHambornee 4acTo BBI3BIBAIOIIMM HWHGpEKIUH y 4venoBeka, oTtHocsaTcs C. albicans,

C. parapsilosis, C. tropicalis, C. glabrata u C. krusei, mpu 3TOM AJisi BCEX HUX MUHUMAaJbHAS

nofasisironias koHnentpamus (MIIK) BopukoHazona 00bIYHO cocTaBisgeT MeHee 1 Mr/miL.

Opnako in vitro akTHUBHOCTh BOPUKOHA30J1a TPOTUB rpu00B pa3HbiX BUN0B Candida He onvHaKoBa.

B uactnoctn, MIIK BopukoHazoma s ycTOM4HMBBIX K QuykoHazonmy m3onsatoB C. glabrata

MMPpOMNOpHUOHAJIBHO BBIIIC, YEM MIIK AJId U30JIATOB, YYBCTBUTCIIBHBIX K (pJ'IYKOHEBOJ'Iy. B cBs3u ¢
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Buaa. [Ipm BO3MOXKHOCTH OIpeENesIeHUs] YYBCTBUTEIBHOCTH T'PUOOB K MPOTHBOIPHOKOBBIM
npenaparaM noiydeHHsle 3HadeHus MIIK criexnyer MHTEpHpeTHpOBaThH C HUCIOJIB30BAHUEM
IIOPOTOBBIX KPUTEPHUEB.

Bbinenensl  KIMHUYECKME — IOTAMMbl  MMKPOOPTaHM3MOB,  OOJlafarolue  HNOHMKEHHOH
YyBCTBUTEJIBHOCTbIO K BOpHKOHa30iy. OnHako nossimieHHble MIIK He Bcerma mo3BOJSIOT
npeacKa3aTh KIMHUYECKYI0 Hed(p(EeKTHBHOCTh: W3BECTHBI CIy4ad, KOTJa BOPHKOHA30J ObLI
3¢ PEeKTUBEH Yy MALUEHTOB, WHOUIMPOBAHHBIX MUKPOOPraHW3MaMH, YCTOWYMBBIMH K APYTHM
azosiaM. OLEHUTh KOPPEJALUI0 MEXAy aKTMBHOCTbIO BOPHMKOHA30ja B YCIOBUSX in Vitro 1
KJIIMHAYECKUMHU pe3yJIbTaTaMU JICYCHHs] TPYAHO, YYHUTHIBAs CIIO)KHOCTh IALMEHTOB, KOTOPBIX
BKJIIOYAJIM B KJIMHUYECKHE UCClIeN0BaHUs. llorpaHuyHble KOHLEHTpaUuMu BOPHUKOHA30IA,
MIO3BOJIAIOLIME OLICHUBATh YyBCTBUTEIIBHOCTD K 3TOMY IIpenapary, He yCTaHOBJICHBI.

HexxenarenbHble SBICHUS CO CTOPOHBI CEPASYHO-COCYIUCTON CHCTEMEI

[TprMeHeHre BOPHKOHA30JIa CBSA3aHO C y/uIMHeHWeM umHTepBasia QT Ha ayeKTpokapauorpaMme,

YTO CONPOBOKAACTCA PEAKUMHU CIIydassMU MepHaHI/Ifl/ TPCIICTAaHUA KCITYOJOYKOB Y TSDKEI000ILHBIX

NAIlMEHTOB C MHOXECTBCHHBIMU (DAKTOpaMH pPHCKa, TAaKHMHU KaK KapJAHOTOKCHYECKas

XUMHUOTEpAIus, KapAHOMHOIATHS, TUIIOKATHEMHsI M COMMyTCTBYIOIIAsl TEpanus, KOTOPbIE MOTIU

CHOCOOCTBOBATh Pa3BUTHIO JAHHOTO OCJIOKHEHHS.

Bopukonaszon cremyer ¢ OCTOPOXKHOCTBIO TPHUMEHSATh y MAIMEHTOB CO  CIEAYIOUIMMHU

NOTEHIIMATBHO MPOAPUTMUICCKIMH COCTOSTHUSIMU:

® BPOXKJICHHOE WM MpUOOpeTeHHOE yanuHeHue narepsaia QT;

® KapIMOMHOMATHSI, OCOOCHHO B COYETAHHUHU C CEPJCUHON HEJOCTAaTOYHOCTHIO;

e CHHYCOBas OpaauKapaus;

¢ CYyHICCTBYIOIIHE apUTMHU C KIIMHUYCCKUMU ITPOABIICHUAMMU,

® OJHOBPEMEHHOE MPUMEHEHUE JIEKapCTBEHHBIX MpenaparoB, yIMHAOMUX nHTepBas QT (cMm.
paznen 4.5.).

QHCKTPOHI/ITHI)IC HapylmICcHHus, HAITPUMCEP 'MIIOKAJIMEMUIO, TUIIOMAarHu€MUI0 U IT'MIoKaJIblIUEMHIO,

pu HEOOXOJUMOCTHU, CIIEAYET KOHTPOJIMPOBATh M YCTPAHATH 1O Hayajda U BO BpeMs Tepanuu

BOPUKOHA30JIOM.

[Ipu uccnenoBaHnM Ha 3I0POBBIX J0OPOBOJIBIIAX BIUSHUS BOpUKOHA30ja Ha uHTepBan QT Ha

anekrpokaparorpamme (OKI) mpu nmpuMeHEHUH OAHOKPATHBIX /103, MPEBBIMAININX OOBIYHYIO

JTHEBHYIO 703y He Oosiee, ueM B 4 pasa, ObUIO YCTAaHOBJICHO, YTO HHU Y OAHOTO U3 UCIBITYEMBIX HE

Habmronanock mosbimeHus narepBaia QT Ha 60 uau Gosee Mcek OT HOpMBIL. Takke HU y OAHOTO

U3 HCTIBITYEMBIX HE HaOI0AaIOCh MTPEBBIICHIS HHTEPBAJia BHIIIEe KITMHIYECKH 3HAYMMOTO0 TIOpora

B 500 Mmcek.
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I'enaToTOKCHYHOCTh

YacTtoTa KIMHUYECKH 3HAYMMOTO IIOBBLIINICHHS AKTUBHOCTH «IIEUCHOYHBIX) TpaHCaMUHA3 Yy
NAIMEHTOB, MOJyYarollUuX BOpPUKOHA30y, cocrasiseT 13,4 %. B OosnblimHCTBE ciydyacB
noka3areny (yHKIHUU TIeYCHH HOPMAJIU3YIOTCS KaK IPH MPOJODKEHUH JIeUeHUs 03 N3MEHEHHS
7036l WJIM TIOCJE €€ KOPPEKUWH, TaK M TOCie MpeKpameHus Ttepanud. [Ipn mpuMeHeHuu
BOPHKOHA30J1a HEYAaCTO HAOIIONAIHNCh CITydad TSHKEIOH IelaTOTOKCHYHOCTH (KENITyXa, TeNaTHT U
MNEYCHOYHOKIJICTOYHAA HCAOCTATOYHOCTH, IMPUBOAANIAA K CMepTI/I) Yy NaoueHTOB C CCPbLC3HBIMU
OCHOBHBIMH 3200JI€BaHUSIMU.

HexenarenpHble peaknuy CO CTOPOHBI IEYEHH HAOIIOJAIOTCS, B OCHOBHOM, y TAIMCHTOB C
CEpbe3HbIMH 3a00JIEBaHUAMH, TJIABHBIM 00pa3oM, 3JI0KaY€CTBEHHBIMH OITyXOJISIMU KpPOBH. Y
NaIMEeHTOB 0e3 KakuxX-1bo (HakTopoB pHCKa HAOIIONAIOTCS MPEXOIAIINE PEaKIUU CO CTOPOHBI
NIeYCHHU, BKJIIOYas TENaTHT M KeNATyxy. HapymieHuss (QyHKIMHM Te4eHH OOBIYHO OOpaTHMBI H
HPOXOJIT TOCIIE TPEKPAIICHHS JTICUCHHSL.

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

Bo Bpewms nedeHHsT BOPHKOHA30JIOM DPEKOMEHAYETCS IOCTOSHHO KOHTPOJIMPOBATH (DYHKIIHIO
NEYEHU y JieTeld M B3pociblX. KIuMHMYEcKoe BeNEHUE TaKUX MAlMEHTOB JOJKHO BKIKOYATH
71a00paToOpHYIO OLEHKY (DYHKIIMHU NEYeHH (B YacTHOCTH, omnpenesnenue aktuBHocTH ACT u AJIT)
B HayaJjie JICYeHHs] BOPUKOHA30JI0M U HE PEXKe OJHOIO pa3a B HEIEI0 B TEUCHHE IIEPBOTO Mecsla
Tepanud. B cioydae mOpoAOIKEHUS JIEYEHHMs NpPU  OTCYTCTBUM HU3MEHEHUH CO CTOpPOHBI
OMOXMMHMYECKHX TMOKa3aTenell (yHKIUU MeYeHH 4acToTa JabopaTopHOro 0OCIIEOBAHUS MOXKET
ObITh YMEHBIIEHA 70 OAHOTO pa3a B Mecdl. lIpu BhIpa)KEHHOM IMOBBIIIEHUH OMOXMMHYECKUX
nokazarenell (yHKUHMU MEYEHH BOPUKOHA30J CIEAYeT OTMEHUTh, €CIIM TOJIBKO COOTHOILIEHHE
MOJIb3bl U PUCKA TEpaluy, COMIAaCHO MEIUIMHCKOM OLIEHKE, HE OMpaB/bIBacT €€ JajbHeiiliee
IIPUMEHEHHE.

3puTenbHEIC HAPYILICHUS

[Ipu neueHuu BoOpUKOHA30JOM mnpuMepHo y 21 % mnanueHTOB HaOMIOAAeTCs HapylIeHHE
3PUTENIBHOTO BOCIHPHUATHUS: 3aTyMaHUBAaHWE 3pPEHHUs, W3MEHEHUE I[BETOBOIO 3PEHMS WIN
doroobusa. Hapymienus 3peHHs SBISIOTCS MNPEXOASIIUMH M IOJHOCTBIO OOpaTUMBIMHU; B
OOJIBIIMHCTBE CIy4YaeB OHU CaMONPOU3BOJIBHO Hcue3atoT B TeyeHue 60 muH. Ilpu moBTOopHOM
IPUMEHEHUH BOPHUKOHA30ja OTMEYaeTcsi OciiablieHue WX BBIPAKEHHOCTH. 3pUTEIbHbIE
HapyIIEHHUs OOBIYHO JIETKO BBIPAXKEHBI, PEIKO TPeOYIOT MpeKpalleHus JIeUeHNs U He IPUBOAST K
KaKUM-JINOO OT/IaJCHHBIM OCIEICTBHUIM.

MexanusM pa3BUTHSA 3PUTEIBHBIX HAPYLICHUM HEU3BECTEH. YCTAaHOBJICHO, YTO BOPUKOHA30II

CHIDKAET aMIUTUTYly BOJIH Ha anekTpopetuHorpamme (OPI) y 3mopoBbeix 1006poBobieB. JlanHbIe
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UCYE3aIH OCIE OTMEHbI BOPUKOHA30Ia.

JlnurenpHas Tepanusi BOPUKOHA30j0M (B cpeaHeM B TeueHue 169 nHel) y NanueHToB ¢
NapaKkOKIMIMOUI030M HE OKasblBajla KJIMHUYECKH 3HAYMMOro 3(QeKxra Ha 3pUTEIbHYIO
(GYHKLUIO, YTO MOATBEPAWIM PE3yJbTaTbl TECTOB HAa OCTPOTY 3pPEHUs, 3PUTEIbHBIX IMOJIEH,
LIBETOBOCIIPUATHS U KOHTPACTHOW YyBCTBUTEIBHOCTH.

[Io nmaHHBIM NOCTPErMCTPALMOHHBIX MCCIENOBAaHUI COOOIIAETCS O PAa3BUTUM CIIy4acB
3pUTEIBHBIX HAPYLIEHUH, COXPAHSIOIIMXCA MPOAOIDKUTEIbHOE BpeMs, B  YacTHOCTH,
BO3HUKHOBEHHE «IIEJIEHB» IIepe]l [NIa3aMH, HEBPHUT 3PUTEIILHOIO HEPBA U OTEK AMCKA 3pUTEIILHOIO
HepBa. ClieyeT OTMETHTb, YTO JaHHBIC HAPYIICHHUS pa3BUBAIOTCS YaIlle BCETO Y THKETOOOIBHBIX
MAIMEHTOB W/WUJIH TOTYYaOINX COMYTCTBYIOIIYIO TEPAIIHIO, KOTOPasi MOXKET BBI3BIBAThH MOI00HBIE
HE)KEJIaTeJIbHbIE PEaKLUH.

HexxenarenbHble SBICHUS CO CTOPOHBI MOYEK

VYV TsKen000IbHBIX MaUCHTOB, IMOJYYAarOIUX BOPHUKOHA30JI, OTMCUHAIIMCh CJIydad pa3sBUTUA
OCTpOfI IMOYCUHOM HEAOCTATOYHOCTH, YTO, BEPOATHO, OBLIO CBS3AHO C Tepanneﬁ OCHOBHOI'O UJIN
COIIYTCTBYHOIIUX 3a00JI€BaHUH Heq)pOTOKCI/I‘IHLIMI/I JICKAapCTBCHHBIMU CPCACTBAMM.

MOHUTOPUHT d)VHKHI/II/I NOYCK

[TarueHTOB CliemyeT HAOMIONATh C LEIbIO BBISBICHHS MPHU3HAKOB HAPYMICHUS (DYHKIIUU TOYECK.
Jist 3TOr0 HEOOXOTUMO IMPOBOIUTH JIAOOPATOPHBIE HMCCIECIOBAHUS, B YAaCTHOCTH, ONPENEIITH
KOHIICHTPAIIMIO KPeaTHHUHA B CHIBOPOTKE KpOBU (cM. paznen 4.2.).

MOHUTOPHUHT d)VHKHI/II/I MO/KETYIOIHOM sKeJIe3bl

B3pocnsie u ngeru, umeromue (akTopbl pUCKa pPa3BUTHS OCTPOro NaHKpearuTa (HEeTaBHSA
XUMHUOTEpAIus, TPaHCIUIAHTAIMSI T[EMOIIO3TUYECKUX CTBOJIOBBIX KJIETOK) JIOJKHBI TPOWUTH
oOcnieoBanue (OnpeeneHre akTHBHOCTH aMUJIa3bl U JIUMAa3bl B CHIBOPOTKE KPOBH) ISl PEIICHUS
BOIIPOCA O TEPANNU BOPUKOHA30JIOM.

HexxenmareapHEIC SIBICHUS CO CTOPOHBI KOXH

[Tpu Tepanuy BOPUKOHA30JI0M YacTO pa3BUBAIOTCS KOJKHBIE PEaKIii, B OCHOBHOM, y MAIIUEHTOB C
CEpbE3HBIMM  OCHOBHBIMH  3a00JIeBaHMSIMH, OJHOBPEMEHHO  INPUHUMAIONIMX  JIpyTue
JIeKapCTBEHHBbIE CpeAcTBa. B OONBIIMHCTBE ClIy4aeB OTMeYajach JETKO WM YMEPEHHO
BBIPAaKEHHAsI KOJKHAs ChIIIb.

Bo Bpemsi iedyeHnss BOpMKOHA30JI0OM y TAIIEHTOB HAOMIOAAUCH CIy4Yau TSHKEIIbIX HeXKeNlaTeIbHbIX
KOXKHBIX peaklMi, Takux Kak cuHipoMm CruBeHca-/[)KOHCOHA, TOKCHYECKMH 3MUAEpMajibHBIN
HEKpPOJIN3, JICKAPCTBEHHAsl peakiust ¢ 303uHoduianeil u cucremMHbiMu cumntomamu (DRESS-

CUH/IPOM), KOTOPBIE MOTYT OBITh KU3HEYTPOKAIOIIUMH HIIM CMEPTENbHBIMU (CM. pazen 4.8.).
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CJIEyEeT OTMEHUTD.

Kpome Toro, Bo Bpemsi Tepalnuud BOPHKOHA30JIOM BO3MOXKHO pPa3BUTHE KOXKHOM peakiuu
¢dorocencuOunmzanuu. HaOmrogancs MOBBIIIEHHBIH PUCK  KOXHOM  TOKCMYHOCTH  IpHU
OJJHOBPEMEHHOM IPHUMEHEHUHM METOTpeKcara, IIpernapara, CBS3aHHOIO C peakTHBaluen
yasrpaduoneroBoro (Y®) msnydenus. CymiecTByeT BEpOSTHOCTh TOTO, YTO ATOT PUCK Oyaer
Ha0JII01aThCs IPU IPUMEHEHHUH JIPYTHX MIPENapaToB, CBA3aHHbIX ¢ Y®-peakTuBanueil. Bo Bpems
JeYeHUs ManueHTaM (B TOM YHCIe M JIeTSIM) PeKOMEHIyeTcsl M30erartb BO3JAEHCTBHS MPSIMbIX
COJIHEYHBIX JIyyeil U NMPUHUMATh 3alUTHBIE MEPBbI, TAKME KaK HOIIEHUE OJSK/bl U IPUMEHEHHE
COJHIIE3ALIUTHBIX CPEACTB C BBICOKUM KOI()(UIIMEHTOM 3alIUTHl OT YIBTPa(UOIECTOBOTO
uznydyenus (SPF).

HexxenarenbHble IBICHUS CO CTOPOHBI HAJAIIOUYEUYHHUKOB

OO0patumblie cyyan HAATIOYEYHUKOBOM HETOCTATOUHOCTH OBUTH 3aPETUCTPUPOBAHBI Y TTAITUEHTOB,
MOJTyYAIONTUX a30JIbl, BKJIIOUas BOpUKOHA30). Co00IIanochk O ciiydasx HEAOCTaTOYHOCTH KOPBI
HA/IMOYCYHUKOB Y TAI[ICHTOB, TOMYYaIONINX a30JIbl OJHOBPEMEHHO C KOPTHKOCTEPOUJIAMH HITU
0e3 HHX.

VY manueHToB, MOMYYaIOUUX a30J7bl 0€3 KOPTUKOCTEPOUJIOB, Pa3BUTHE HEJOCTATOYHOCTU KOPBI
HAAMOYCYHUKOB CBSA3aHO C MPSMBIM HHTHOMPOBAHUEM CUHTE3a CTCPOHJIOB a30JIaMHU.

Y manMeHToB, NPHHUMAIOIMUX KOPTHKOCTEPOWIBl, WHTHOMPOBAaHHE WX METa0OoIu3Ma
nzopepmentom CYP3A4, cBsi3aHHOE€ C BOPHMKOHA30JIOM, MOJXKET TPUBECTH K H30BITOYHOU
BBIPA0OTKE KOPTUKOCTEPOUIOB U MOIABICHHUIO (DYHKIIMH KOPHI HAAMIOYEUHUKOB (CM. paznen 4.5.).
Cunnpom Kymwara ¢ u 6€3 OCIeAyIOmEro pa3BUTHS HETOCTATOYHOCTH KOPBI HAJAIOYCTHHKOB
TakKe OTMEUaJcs Yy TAIWCeHTOB, TIOJYYAarONIMX  BOPHUKOHA30JI  OJHOBPEMEHHO C
KOpTHKOCcTepouaamu. [larueHTsl, MONydYaliMe ATUTeNbHOE JICUeHHE BOPHKOHA30JIOM U
KOPTHUKOCTEpOUJaMH (BKIIOYAs HWHTANISIIUOHHBIE KOPTHUKOCTEPOUIBI, HANpUMep OyaecOHUN),
JIOJDKHBI HAXOJUTHCS TIOJ TIIATCIHLHBIM HAOIIOACHUEM Ha MPEIMET HapylleHUs (QYHKIUH KOPBI
HAIMOYCYHUKOB KaK BO BpPEeMsl JICUCHUS, TaK U MOCJE MPEKPANICHUS IPUMCHEHHSI BOPUKOHA30J1a
(cM. pazmen 4.5.). IlamueHTHl JOMKHBI OBITH MPOUH(GOPMHUPOBAHBI O TOM, YTO HEOOXOIUMO
oOpaiarbCcsl 3a HEMEAJIEHHOW MEAMIIMHCKOW MOMOIIBIO, €CIH Y HUX TOSBISIOTCS MPU3HAKA U
CUMITOMBI CHHApoMa KyIuHTa Wi HeJJOCTaTOYHOCTH KOPBI HAATIOYCTHHKOB.

JImuTenpHOE JIEUeHne

VY nanueHToB ¢ KOKHBIMU PeakusIMUA (POTOUYBCTBUTEILHOCTU U JIOTIOJHUTENBHBIMU (haKTOpaMu
pHCKa cOOOIAeTCsl O Pa3BUTUU TUIOCKOKIJIECTOUYHOTO paKa KOKM (BKIIIOYAs IJIOCKOKJICTOUHBINA paK
KOXH in situ niau 0oje3Hb boysHa) m MenaHOMBI Ha (OHE MPOJOIKUTENbHOM Tepanuu. Ilpn

BO3HHMKHOBCHHHU Yy IMAIUCHTA q)OTOTOKCPI'—IGCKI/IX peaKHI/Iﬁ OH JOJIKCH OBITE IMPOKOHCYJIBTHPOBAH
10
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BO3MO>KHOCTb OTMEHBI BOPUKOHA3071a. [Ipy ponoskeHny Tepanuy BOPUKOHA3010M, HECMOTPSI Ha
BO3HHKHOBEHHE (POTOTOKCUYECKHX MOPAKECHUN KOXKH, MAMEHT JOIDKEH PEryJIsipHO MPOXOAUTH
JIepMaToJIOrMyecKkoe 00CIeJOBaHUE C IIEJIbI0 PAHHErO BBISABICHUS U JICUEHUS IPEIPaKOBBIX
3aboneBaHuil koxu. Ecnm y mnaunumeHTa pa3BHBAIOTCS MOPaKEHHUsS KOXKH, CBSI3aHHBIE C
NpEApPaKOBBIMUA 3a00JICBAHUSAMHU KOXKH, TUIOCKOKJIETOYHBIM PAaKOM KOXKH HIIM MEJaHOMOH, TO
CJIelyeT pacCMOTPETH BOIPOC O MPEKPALLEHUH TEPAIIUU BOPUKOHA30JIOM.

HenHdeKIIMOHHBIA IEPUOCTUT

HmeroTcst cooOIeHus 0 caydasx pa3BUTHS MEPHOCTHTA Yy MAIMEHTOB IOCJIEC TPAHCIUIAHTAIIMH,
NOJIYYaloIUX JUIMTEIbHYIO TEpalui0 BOPHKOHA30J0M. Tepamuio BOPHKOHA30JOM  CIEIyeT
OTMCHUTHB B CIy4dac, €CJIN y NallUCHTA UMCCTCA 6OJIB B KOCTAX U HA PCHTTCHOIpaMMC OTMCUAIOTCA
U3MEHCHUSI, XapaKTEePHBIC JJIs1 TIEPUOCTHUTA.

HapkoTnyeckue aHaIbI€TUKH KOPOTKOTO JIEHCTBUS (CV6CTDaTBI I/I30d)eDMeHTa CYP3A4)

HOCKOJII)Ky Nepruoa IOJYBBIBCACHUSA aJI(i)GHTaHI/IJIa npu €ro OAHOBPEMCHHOM BBCIACHUU C
BOPHKOHA30JI0OM YBCINYNBACTCA B 4 pasa, HGO6XOIII/IM THIaTeJII)HHﬁ MOHUTOPUHT HCKCIIATCIBbHBIX
peaKHI/Iﬁ, CBA3AHHBIX C IMPHUMCHCHHCM HAPKOTHUYCCKUX AHAJIbI'CTUKOB, BKJIIOYas Ooiee
HpO,Z[OJ'DKHTCJ'ILHHfI MOHUTOPUHT (I)YHKI_II/II/I ABbIXaHH .

Hapxornueckue aHaIbreTHKHY JUIMTEILHOro aerctusl (cyocrparsl n3odepmenra CYP3A4)

Crnenyet npeaycMOTpeTh BO3MOXHOCTb CHUKEHHUS JJ03bl OKCHUKOAOHA M JIPYIMX HApKOTHYECKHX
aHAJIbI€TUKOB IPOJIOJKUTENIBHOIO JEHCTBUSA, KOTOpble METabOIM3UPYIOTCS H30(epMEHTOM
CYP3A4 (ruapoxoloH) Hpu OJHOBPEMEHHOM IPUMEHEHMHM C BOpUKOHa3ojoM. Heobxomumo
IPOBOJIUThH THIATEIbHBIH MOHUTOPUHI HEXENAaTeNIbHBIX pPEaKlMi, CBSA3aHHBIX C MPUMEHEHHEM
HApPKOTUYECKUX aHAJIBIETHUKOB (CM. pazzen 4.5.).

DenutonH (MOIHBIA HHAVKTOD IuroxpoMa P450 u cyocrpar uzodepmenta CYP2C9)

[Tpu ogHOBpEMEHHOM MpUMEHEHUH (EHUTOMHA U BOPUKOHA30J1a PEKOMEHIYETCsl OCYIECTBIISATh
MOCTOSIHHBIK KOHTPOJb KOHIEHTpauuu QeHuronHa. I[lo BO3MOXKHOCTH ciexyeTr u30erarb
OJTHOBPEMEHHOTO ITPUMEHEHHSI BOPUKOHA30J1a ¥ (DEHUTOMHA 33 UCKIIIOYEHHUEM TeX CIIydaeB, Korja
OXKHJlaeMasl 1oJb3a MPEBBILIAeT BO3MOXKHBINA pUCK (cM. pazaen 4.5.).

3d)aBPIDeH3 (HeHVKJ'IeD3PIZ[HBII>i I/IHFI/I6I/ITOD O6DaTH01>i TPAaHCKPUIITA3bl, MHAYKTOP MINHUTOXpPOMaA

P450, uarudurop u cyocrpar nzodbepmenrta CYP3A4)

B ciy4ae onHOBpeMEHHOro NPUMEHEHUS BOPUKOHA30J1a U 3(aBUPEH3a 103y BOPUKOHA30J1a CIEAYET
yBernunTh 10 400 Mr 2 pasa B cyTKH, a 1032 3(paBupeH3a JoJbkHa ObITh CHUKeHa 10 300 Mr Kakable

24 4 (cMm. pasgen 4.5.).

11
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Imasneru6 (cyocrpar nzodhepmenta CYP3A4)

Oxwupmaercs, 4YTO OJHOBPEMEHHOE TPUMEHEHHE BOPHKOHA30JIa TOBBIIIAET KOHIICHTPAIHIO
masaeruoa B 1jia3Me KpOBU U MOBBIMIAET PUCK yaimHeHus untepsaia QT (cMm. paznen 4.5.). Eciaun
HEBO3MOXXHO U30€KaTh OJHOBPEMEHHOIO IPHUMEHEHHUS, PEKOMEHIYETCS YacTO IPOBOIUTH
MoHutopuHr JKT.

Murn6urops! tuposunkuHassl (cyocrpar uzobhepmenra CYP3A4)

Oxwumaercs, 9T0 OAHOBPEMEHHOE MPUMEHEHHE BOPUKOHA30JIa C MHTHOUTOpaMH THPO3WHKUHA3HI,
Merabonu3upyeMbiMu  n3opepmenTtom CYP3A4, mpuBOIUT K TMOBBIMICHUIO KOHIIEHTPAIlUW
MHTHOUTOpa THUPO3MHKMHA3bl B IJIa3M€ KPOBH W PUCKY HEXeJaTreabHbIX peakiuil. Ecnu
HEBO3MOXKHO M30€KaTh OIHOBPEMEHHOTO MPHUMEHEHHUsS, PEKOMEHIYETCS CHIDKEHUE 03Bl
WHTUOUTOpA TUPO3ZUHKHWHA3BI U TIIATEIbHBIN KIMHUYECKUI MOHUTOPHHT (cM. pazzaen 4.5.).
Pudabytun

OpHOBpeMEHHOE TPUMEHEHHWE BOpPUKOHA30mMa W pudadyTHHA MPOTUBOMOKA3aHO, TaK Kak
prhabyTHH 3HAYUTEILHO CHIKAST KOHIISHTPAIIMIO BOPHKOHA30JIa B TUTa3ME KPOBH.

PuronaBup (MOUIHBIA WHAYKTOP 1mwmToxpoma P450, wHruOuTop M cyOcrpar m3odepMeHTa

CYP3A4)

[TpuMeHATh OTHOBPEMEHHO BOPUKOHA30J M PUTOHABUP B HU3KUX J103ax (100 Mr 2 pa3a B CyTKH)

CJIEZyeT JIUIIb B TOM CIIydae, €Cii OKHJaeMasi 1ojb3a OT MpHUeMa BOPUKOHA30JIa 3HAYUTEIHHO
MIPEBBIIIAET PUCK OT UX COBMECTHOTO MTpUMEHEHHUs (cM. pazuensl 4.3. u 4.5.).

OBeposmmyc (cyocrpar nzodepmenra CYP3A4 u P-tmukonporensa)

OnHOBpEMEHHOE INPUMEHEHHE BOPUKOHA30JIa U DBEpPOJMMYCAa HE PEKOMEHIYEeTCs, TaK Kak
OXKUIAETCA, YTO BOPUMKOHA30JI 3HAYUTEIIBHO MOBBIIIACT KOHLEHTPALMIO 3BEPOIMMYCa B IIIa3Me
KpoBU. Ha naHHBII MOMEHT HE MMeEeTcs JO0CTAaTOYHON MH(OpPMALMU A PEKOMEHJAIUH I10
KOPPEKLIMH PEXUMA JO3UPOBAHMUS.

MertanoHs (cyocrpar nzodhepmenta CYP3A4)

[ToBbINeHNE KOHIICHTPAIIMU METAJI0OHA B IJIa3Me KPOBH MPHUBOIUT K IMPOSBICHUIO TOKCHYCCKHUX
spdexroB, BKkIouas yanuHeHue wuHTepana QT. Ilpu onHOBpEeMEHHOM NPUMEHEHUU
BOPUKOHA30J1a U METaJ0Ha HEOOXOAMMO BHUMATENBLHO CIEIUTh 32 MPOSBICHUEM HEeXKeTaTeIbHbIX
u Tokcuuecknx 3¢ddexros. [Ipu HeoOXOMUMOCTH 1032 METATOHA MOXET OBITh CHUXKEHA (CM.
paznen 4.5.).

®nyxonazoi (maruouTop uzobepMmenToB CYP2C9, CYP2C19 u CYP3A4)

OnHOBpEeMEHHOE MTPUMEHEHHE BOPUKOHA30J1a U ()ITyKOHA30JIa BHYTPh Y 30OPOBBIX TOOPOBOIBIIEB
MPUBOANT K 3HAUYUTEIHPHOMY MOBBIIIEHUIO MAKCUMAaIbHOW KOHIICHTPAIUH B Tu1a3Me KPOBU (Crmax)
W TUIOIIAM TOJ KpUBOM «KoHIIeHTpanus-BpeMs» (AUC:) BopukoHazona. [logxonsmuii pexxum

KOPPEKIUH J103bl W/WUIM YacTOThl IpHeMa BOPUKOHA30ja U (DIyKOoHa30ja HE yCTaHOBIEH. B ToM
12
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ciiydae, €CJIM BOPHKOHA30J IIPUMCHACTCA IIOCJIC d)J'IVQO'_HE-L"])ﬁQ' F]Ee

TH.[&TCHBHBIﬁ KOHTPOJIb HCKCIIATCIIbHBIX peaKHHﬁ, CBA3aHHLIX C IPUCMOM BOPHKOHA30J1a.

PeaKI_[I/II/I, CBA3aHHBIC C BBCACHHCM

[Ipu BHYTpHUBEHHOM BBEJICHUU BOPUKOHA30J1a HAOIIONAIOTCS CBSI3aHHBIC C MH(Y3UEH peakiuu, B
YaCTHOCTH, IPWJIMBBI» KPOBH K KOXKE JIMIIA M TOIMHOTA. ECITM 3TH CHMIITOMBI BBIPAXKCHBI, TO
clexyeT oOCyIHTh 1eIeco00pa3HOCTh MPEKpaIICHUs JeueHus (cM. pasnen 4.8.).

BcrioMmorareabpHbBIE BENIECTBA

Jauubrii npenapar couepkut 9,6 mmons (unu 221,17 mr) Harpus B 1 ¢makone. Heobxogmumo
YYHTBIBATh [TALIUEHTAM, HAaXOJAIMMCs Ha JJUETE C OTPAHUYEHUEM ITOCTYILIICHUS HATPUSL.

eTH
D¢ dexTuBHOCTH U 6€30MaCHOCTh MPUMEHEHHUS] BOPHKOHA30JIa y JIETel B BO3pacTe 10 2 JeT He
M3ydananch. BopuKoHa3051 oOKa3aH UId IPUMEHEHHUS y A€TEH B BO3pAcTe OT 2 JIET U cTaplle Npu
IIOCTOSIHHOM KOHTpoJie (pyHKIMM mneueHH. Y Jeredl HaOmonanack Oojiee BBICOKas 4YacToTa
MOBBINIEHUS] AKTUBHOCTH  IE€YEHOYHBIX (EPMEHTOB TIO0 CPAaBHEHHIO CO  B3POCIBIMH.
buonoctynHocTh BOpHKOHA30J1a MIPU [IPUEME BHYTPb Yy J€Tell B Bo3pacte oT 2 10 12 jeT MoxeT
OBbITh CHUKEHA 33 CUET HapyIleHHs BCachIBaHUS WM 3a CYET MOHMKEHHOM Macchl Tena. B takux
ClIy4asiX OKa3aHO BHYTPUBEHHOE BBEJICHHE BOPUKOHA30JIA.
Yacrora (HhOTOTOKCHYECKUX PEaKIUi y NeTeil Bbime. B cBsi3u ¢ Tem, 4T0 (DOTOTOKCHYECKHE
MOPAKEHUS MOTYT MEPEPOKIATHCs B II0cKoKIeTouHy0 KapuuaoMy (I1KK), y nereit neobxonumo
OPUMEHATh CTPOTHME MEpbl IO 3alUTe KOXMU OT yabTpaduoneToBoro usiyudeHus. Jlersim c
npU3HaKaMu (OTOCTAPEHUs KOXKH, HAIPUMEp JICHTUTO WIM BECHYIIKH, PEKOMEHAyeTCs U30erath
COJIHIIA M 00CIIeI0BaThCsl y IEPMATOJIora 1aXKe Mocye MpeKpalleHus JeUeHusl.
4.5. B3aumopeiicTBHe ¢ JAPYTHMH JIEKAPCTBEHHBbIMHM IpenapartaMH H Jpyrue BH/bI
B3aMMO/eiiCTBUA
WMHru6urops! wim nHAYKTOpHI n30depmenToB nutoxpoma P450 (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BbI3BaTh, COOTBETCTBEHHO, MOBBIIICHUE WJIW CHI)KEHUE KOHIIEHTPALlMM BOPHKOHA30JIa B
I1a3Me KpOBH.
Bopukonazon uarubupyer akruBHOCTh U3odepmenToB muroxpoma P450 — CYP2C19, CYP2C9 u
CYP3A4, — wu MOXeT TOBBILATh IUJIA3MEHHBIE KOHLEHTPAlMM  BEILIECTB, KOTOpbIE
MeTaboMM3upyIoTesl ¢ ydactueMm uzodepmertoB muroxpoma P450 (CYP 450), B wactHOCTH, 1Jis
BEIIECTB, KOTopble MeTabonu3upytorcsa nzodpepmentom CYP3A4, Tak kak BOPUKOHA30I] SBISIETCS

cuibHbIM uHTHOHTOpOM CYP3A4, x0T yBenuuenue AUC 3aBucut ot cyOocTpara (cm. Tabmuiy 3).
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Tabnuma 3. B3auMopeiicTBHe BOpPHUKOHA301a

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
28.02.2025 N= 5563

OT L0 UL 2020

c_npyriti- bt i “epbict il u

PECKOMCHAAIU IMIPpU OJHOBPEMCHHOM ITPUMCHCHUHA

JlekapcTBeHHOE CpeacTBO

(MexaHHM3M B3anMOaeHCTBUS)

B3aumoneiictTBue: M3MeHEHHUS
papMakokuHeTHYECKUX

napametpos (%)

Pexomenpanum  npu
O/THOBPEMEHHOM

NPUMEHECHUHN

ActeMu3071, IU3aNIPHUI, TUMO3HU/I,

XUHUVH, tepdenaauH u
nBabpaarH

[cybcmpambl usoghepmenma
CYP3A44]

B3anmoneiicTBrue HE U3y4aIOCh,
OJIHAKO CYILIECTBYET BBICOKAs
BEPOSITHOCTbD, YTO TIOBBILLICHHBIE
KOHLICHTPALIUU JAHHBIX
JIEKapCTBEHHBIX CPEICTB MOTYT
IIPUBECTH K YIUTUHEHUIO
untepBana QTc u B penkux
CiIy4asx BO3HUKHOBEHHIO
JKEITYIOYKOBOM TaxUKapAHH 110

TUITY «IIAPYIT»

IIporuBonokaszano (cM.

paznen 4.3.)

Kapbamazenun wu  anutensHO | B3aumopelicTBue He u3ydanocs, | [IpotuBomnokazano (cm.
JIENCTBYIOITNE 0apOUTypaThl | OJTHAKO KapOamazenuH u | paznen 4.3.)
(BKIJTFOYAst, HO HE OTPAHUYMBASCH, | IJTUTEIHHO JIeHCTBYIOIIHE
benobapburan, mepobapbutan) | 6apOUTypaThl, BEPOSTHO, MOTYT
[MowmbIe UHOYKMOpbL | 3HAYUTEITHHO CHIKATh
yumoxpoma P450] IJIa3MEHHBIC KOHLICHTpAIUU
BOpPUKOHA30J1a
DdaBupens  (HEHYKICO3HIHBIH
UHTUOUTOP oOpaTHOMI
TPAHCKPUIITA3bI) [unoyxkmop
yumoxpoma P450; uneubumop u
cyocmpam usoghepmenma
CYP3A44]
OnnoBpemenHoe  npumeHeHHe | Cmax 3aBupensa T 38 % [Ipumenenue
sdasupensa B go3e 400 mr onun | AUC, aaBupensza 1 44 % CTaHJApPTHBIX 7103
pa3 B CyTKM U BOpHKOHa30da B | Cmax BOpHKOHaA301a | 61 % BOPHUKOHA30J1a u
no3e 200 mr 1Ba pa3a B CyTKH * AUC: Bopukonazona | 77 % saBupensa B g03€

400 mr omuH pas B
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
28.02.2025 N= 5563

OT L0 UL 2020

—ry o

JlexapcTBeHHOE CpeacTBo

(MexaHu3M B3anMMO/1eliCTBHUS)

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

(papMakoOKHMHETHYECKHX

napameTpos (%)

OTHOBPEMEHHOM

INPUMECHCHUHN

CYTKHU IIPOTUBOIIOKA3aHO

(cMm. paznen 4.3.).

OnHOBpEMEHHOE TPUMEHEHUE
300 Mr sdaBupeH3a OIWH pa3 B
CYyTKH U BopukoHa3zoisia 400 mr

7IBa pas3a B CyTKH *

B cpaBHenuu c adaBupeH30M
600 Mr olMH pa3 B CyTKH:
Cmax 2(paBupenza «

AUC; apaBupenza T 17 %

B cpaBHeHUM ¢ BOPUKOHA3010M
200 mr 1Ba pa3a B CyTKH:
Cinax BopukoHazona T 23 %

AUC: Bopukonazona | 7 %

OnHoBpeMEHHOE

MIPUMEHEHHE BO3MOXKHO,
€CII TMOJACP KUBAIOIIAS
J103a BOpPUKOHA30J1a
OylIeT TIOBBIIICHA JI0
400 mr aBa pa3a B CyTKH,
a nmo3a 92(daBupensa
cHiwkeHa g0 300 wr
olluH pas B cyTku. [locie

MpeKpalleHusl Teparnuu

BOPHUKOHA30JI0M,
HavabHast 103a
sdaBupeH3a  JOJDKHA

OBITH BOCCTaHOBJIEHA.

Anxanounsl CIIOPBIHBU
(BKJIIOUYasi, HO HE OIPAaHUYMBASICh,

3ProTaMuH U JUTUIPOIPTOTAMUH )

BSaHMOﬂeﬁCTBHC HC N3y4aJiOCh,
OJHAKO CYHICCTBYET BBICOKAA

BCPOATHOCTb, YTO BOPHUKOHA30JI

[IpotuBomnokazano (cm.

paznen 4.3.)

[cybcmpamul uzogepmenma | MOXKET BBI3bIBATh MOBBIIICHUE
CYP3A44] KOHLIEHTPALIUI aJIKaJIOUI0B
CHOPBIHBM B TUIa3Me€ KPOBHU H
MPUBOIIUTH K SPTOTH3MY.
Jlypasunon B3aumoneiictBue He uzyyanocs, | [IpotuBonokasano (cMm.
[cybcmpamut uzoghepmenma | OJHAKO BOPUKOHA30JI, BEPOSTHO, | pa3zaen 4.3.)
CYP3A44] MOXXET 3HAYUTEIHLHO TOBBIIIATH
IUIa3MEHHbIE KOHLIEHTPAaIUH
JTypa3uIoHa.
Hanokceron B3anmoneiictBue He n3ydanocsk, | [I[potuBonoka3zano (cM.
[cyocmpambt uszoghepmenma | 0OTHAKO BOPUKOHA30JI, BEPOSATHO, | paszaen 4.3.)
CYP3A44] MOXET 3HAYUTEIHLHO MOBBIIIATH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

2 2025 Ne 5563
2 2025 Ne 5563

JlexapcTBeHHOE CpeacTBo

(MexaHu3M B3anMMO/1eliCTBHUS)

B3aumoaelicTBuE: ver s

PR

(papMakoOKHMHETHYECKHX

OTHOBPEMEHHOM

INPUMECHCHUHN

napameTpos (%)
TUTa3MEHHbBIC KOHIICHTPAIUH
HAJIOKCETOa.

Pudabytun [mownvii unoykmop
yumoxpoma P450]

300 Mr onMH pa3 B CyTKH

300 Mr oguH pa3 B CyTKU (IIpH
OJTHOBPEMEHHOM IPUMEHEHUHU C
BopukoHazosioM 400 mr aBa paza

B CYyTKH)*

Cmax BopukoHazona | 69 %
AUC; Bopukonazoina | 78 %
Cinax pudadytuna T 195 %
AUC; pucadyrtuna 1 331 %

B cpaBHEHMM C BOPHMKOHA30JI0M
200 mr n1Ba pasa B CyTKH:
Cimax BopukoHazona T 104 %

AUC: Bopukonazona 1 87 %

[IpoTuBonokaszaHo (cM.

paznen 4.3.)

Pudamnunun (600 mMr ogux pas B

Cinax BopukoHazona | 93 %

[IpoTuBonokazano (cM.

cytku)  [mowmnwviti  undykmop | AUC: Bopukonaszomna | 96 % paznen 4.3.)
yumoxpoma P450]
PutonaBup (uHrHOUTOp MIpOTEA3)
[MowHbLL UHOYKMOp Yumoxpoma
P450; uneubumop u cybocmpam
uzogpepmenma CYP3A4]
Bricokue no3sr (400 mr nBa pasza | Cmax 1 AUC; puTOoHaBHpa <> OnHoBpeMEHHOE
B CYTKH) Cmax BOpuKOHa3oina | 66 % MIPUMEHEHNE
AUC: Bopukonazona | 82 % BOPHUKOHA30J1a u
BBICOKHX 703

Huzkne no3el

(100 mr nBa pasa B cyTKH)*

Cmax puToHaBupa | 25 %
AUC: putonasupa | 13 %

puronasupa (400 mr u
BBIIIIE IBa pa3a B CyTKH)
MPOTHUBOIIOKa3aHO (CM.

pasnen 4.3.).

[IpumensTH

OJTHOBPEMEHHO
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 28.02.2025 N= 5563
» I-|—|l—|.-: - — —1IJ—:|- AT .| |I:f-:|:- T Iri:l-l-.-l

B3anmonelicTBue: Wivenenmis | PeKoMennanay - - pu
JlexapcTBeHHOE CpeacTBo

(apmakoKMHeTHYECKNX O/ITHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)

napameTpos (%) NPUMEHEeHUH

Cmax BopukoHazoina | 24 % BOPUKOHA30J1 u

AUC: Bopukonazona | 39 %

PUTOHABUP B HU3KUX
no3ax (100 mr 2 paza B
CYTKH) CIIeyeT JHIIb B
TOM  cilydae, €CiH
oXujaeMasl I0JIb3a OT
pueMa BOPUKOHA30I1a
3HAYUTEIBHO

IPEBBIIIAET PUCK OT MX
COBMECTHOTO

MMPUMCHCHUA.

3Bepoboit MPOJBIPSBIICHHBIN
[unoykmop yumoxpoma P450 u
P-enuxonpomeunal

300 Mr Tpu paza B CYTKH

(omHOBpEMEHHOE TMPUMEHEHHE C

ComtacHo JaHHBbIM
HC3aBHMCHUMOI'O HCCIICAOBAHMUA:

AUC- Bopukonazona | 59 %

[IpotuBomnokazano (cm.

paznen 4.3.)

OJIHOKPaTHOM 0301
BopukoHa3zojua 400 mr)
TonBanTax B3anmoneiictBue He u3ydanocsk, | [I[potuBomoka3zano (cM.
[cybcmpam uzogepmenma | OJHAKO BOPUKOHA30JI, BEPOSTHO, | pa3zaen 4.3.)
CYP3A4] MOXET 3HAYUTEIBHO MOBBIIIATH
MJ1a3MEHHbIE KOHIIEHTpaIuu
TaJBaNTaHa.
Beneroknakc [cyocmpam | BzaumoneicTBue He n3ydanocs, | OTHOBpEMEHHOE
CYP3A4] OJIHAKO BOPUKOHA30JI, BEPOSITHO, | IPUMEHECHHUE
MOJKET BBI3bIBaTh 3HAYUTEIBHOE | BOPMKOHA30JIa u
MOBBILICHHE IUTa3MEHHBIX | BEHETOKJIaKca
KOHIIEHTpALNil BEHETOKIJIaKca. MPOTUBOIIOKA3aHO B
Hayale Tepanuu

BCHCTOKJIIAKCOM HW BO

BpeMs TUTPOBAHUS
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
28.02.2025 N= 5563

OT L0 UL 2020

—ry o

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

JlexapcTBeHHOE CpeacTBo
(apmakoKMHeTHYECKNX O/ITHOBPEMEHHOM
(MexaHHM3M B3auMoOjielicTBHS)
napameTpos (%) NPUMEHEeHUH
0361 BEHETOKJIAKCa

(cm. paznen 4.3.)

Tpebyercss  CHIDKEHUE
JI03bl BEHETOKJIAKCA B
baze MTOCTOSTHHOM
CyTOYHOM  J03bl B
COOTBETCTBUU C
UHCTPYKIHSIMHU o
MPUMEHEHUIO
npernapara;
PEKOMEHAyeTCS

TH.IaTeJ'ILHBIﬁ KOHTPOJIb

Ha MpeaMeT
0OHapyXeHUsI
MPU3HAKOB
TOKCUYHOCTH.
DiryKoHa30.1 Cmax BopukoHazona T 57 % [Mogxonsimuit  pexxum

(200 Mr onuH pa3 B CyTKH)
[uneubumop usopepmenmos

CYP2C9, CYP2C19 u CYP3A44]

AUC: Bopukonazona 1 79 %
AUC,

NUsmenennss Cuax ©

(yKoHa301a HE YCTaHOBJICHBI

KOPPEKIUH J03bl U/UITU

YaCTOTHI npuemMa
BOPUKOHA30J1a u
¢ykoHazona HE
ycTaHoBieH. B Tom
ciyJae, ecnu
BOPUKOHA30J1
pUMeHseTCs nocie
(dirykoHazona,
PEKOMEHIyeTCS
POBOJMTH

THIATEIbHBIN KOHTPOJIb
HEXCIIaTCIIbHBIX

peaKkunii, CBA3aHHBIX C
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
28.02.2025 N= 5563

OT L0 UL 2020

—ry o

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

JlexapcTBeHHOE CpeacTBo
(apMaKOKHMHETHYECKHX O/ITHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)
napameTpos (%) NPUMEHEeHUH
IPUEMOM
BOPUKOHA30J1a.
DEHUTONH
[cyocmpam usogphepmenma
CYP2C9 u mowHvlli uUHOYKMOp
yumoxpoma P450]
300 Mr oguH pa3 B CyTKH Cinax BopukoHazona | 49 % Cnenyer n30erarhb
AUC: Bopukonazomna | 69 % OTHOBPEMEHHOIO

300 Mr omumH pa3 B CYTKH
(onHOBpEMEHHOE NPUMEHEHHUE C
BOpHKOHa30jioM B 03¢ 400 mr

JIBa pas3a B CyTKH)*

Cinax henutouna 1 67 %

AUC: ¢penuronna T 81 %

B cpaBHEHMM C BOPHMKOHA30JI0M
200 mr 1Ba pasa B CyTKH,

Cmax BopukoHazona 1 34 %

AUC; BopukoHnazona 1 39 %

IIpMeMa BOPHKOHA30J1a
u ¢denuTonHa,  3a

HCKIIIOUCHUEM CJIYYacB,

KOorma  momb3a  JUIA
MalyeHTa MPEBbIIIACT
puck. PexkomeHayercs

TIIATEJILHBIA KOHTPOJIb
ILUTa3MEHHBIX
KOHLIEHTpAIui

¢benuTonHa.

OnHOBpEeMEHHOE

MpUMEHEHNE BO3MOXKHO
TOJIEKO B CITy4ae, €CIliu
MOJICPKUBAOIIIAST 1032
BOpUKOHa30ja  Oyzaer
YBEIIMYCHA IO 5 MI/KT
BHYTPUBEHHO WA C
200 mMmr go 400 wmr
BHYTph JBa paza B
CYyTKH (y TAIMEeHTOB C

Maccoii Tena menee 40 xr

co 100 mr mo 200 mr
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

2 2025 Ne 5563
2 2025 Ne 5563

—ry o

JlexapcTBeHHOE CpeacTBo

(MexaHu3M B3anMMO/1eliCTBHUS)

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

(papMakoOKHMHETHYECKHX

napameTpos (%)

OTHOBPEMEHHOM

INPUMECHCHUHN

BHYTPh JBa pasza B

CYTKH).

JlerepmoBup
[MHAYKTOD U30(epMEHTOB

CYP2C9 u CYP2C19]

Ciax BopukoHazona | 39 %
AUCy.12 BopukoHasona | 44 %

C12 BopukoHnazona | 51 %

Ecan HEBO3MOXXHO
n30eKaTh
OJTHOBPEMEHHOTO
PUMCHCHHS
BOPHUKOHA30J1a u
JICTEPMOBHPA,
HEOOXOIUMO
KOHTPOJINPOBATh
COCTOSIHHE MAIMEHTa Ha
peaMeT CHIKEHHS

3¢h(HEKTUBHOCTH

BOPHKOHA30J1a.

OyKJIOKCAUUIIITUH

[unoykmop CYP450]

B3anmoneiicTBre HE U3y4aIOCh,
OJTHAKO TOCTYIaTu COOOIIEHUS
O 3HAYUTEIBHOM CHUXECHUH
KOHLIEHTPAIIUM BOPUKOHA30J1a B
a3zme KPOBH npu
OTHOBPEMEHHOM IIPUMEHEHUU C

(GITyKIIOKCAUIUTHHOM.

Ecnu omHOBpeMeHHOTO
MPUMEHEHUS
BOPHUKOHA30J1a u
(hiryKJIOKCaIMIITHHA
n30eKaTh HENb3,
HE00XOAMMO
KOHTPOJUPOBAThH
COCTOSTHUE TIAIICHTOB

Ha MPEIMET BO3ZMOXKHOMN

norepu 3(h(HeKTUBHOCTH

BOPHUKOHA3071a.

JlembopekcaHT [cyocmpam | BzaumoneiicTBue He nzydaioch, | Cnemyer n3berarhb

usopepmenma CYP3A4] OJIHAKO BOPUKOHA30J1, BEPOSITHO, | OTHOBPEMEHHOTO
MOBBIIIIAET KOHIICHTPAIINIO | TPUMEHEHUS
nemMOOpeKcaHTa B TUIa3Me | BOPUKOHA30JIa u
KpPOBH. neMOOpeKcaHTa.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 28.02.2025 N= 5563
” AOCAEROEATENEHOC TS 0002

Bsaumonelicrue: HIMeHEHIs | PeKoMeraanauy -~ - pu
JlexapcTBeHHOE CpeacTBo

(apmakoKMHeTHYECKNX O/ITHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)

napametTpos (%) NPUMEHEeHUH
I'maznern6 [cyocmpam | BzaumonericTBre He n3ydanoch, | Ecinm HEBO3MOXHO
uzoghepmenma CYP3A4] OJTHAKO BEpOSITHO, 4yTO | N30eXKaTh

BOPHUKOHA30J1 MOBBIIIAET | OJJHOBPEMEHHOTO

KOHILIGHTpalMio Tiazaernda B | IPUMEHEHHUS,

IJI1a3M€ KPOBHU U IMOBLIIIACT PUCK

yuinHeHus uatepsana QT.

PECKOMCHAYCTCA YacThIN

MoHuTOpUHT JKT.

WNHruburopsl THpO3MHKUHA3BI B3anmopneiictBue He u3ydanocs, | Eciau HEBO3MOXHO
[cybcmpamut usoghepmenma | OMHAKO BOPUKOHA30JI MOXKET | M30eKaTh
CYP3A44] MOBBIILIATH IIJIa3MEHHBIE | OTHOBPEMEHHOIO
(BKIJTFOYAst, HO HE OTPAHUYMBASCh, | KOHIICHTPALIMM  MHTHOUTOPOB | MIPUMEHEHHS,
aKCUTHUHUO, 00CyTUHUO, | TUPO3UHKHUHA3HI, pEKOMEHAYeTCs
Ka003aHTHHHO, ueputunuO, | meradonuszupyemoix CYP3A4. | cHmkeHue J103bI
KOOMMETHHHO, nadpadenuo, HHTUOUTOpa
a3aTUHHO, HUJIOTHHHUO, THUPO3UHKUHA3BI u
CYHUTHHHO, nOpyTUHUO, TIATEIbHBINA
pUOOIMKIIHO) KIIMHUYECKUHT
MOHHUTOPUHT.
AHTHKOATyJISTHThI MakcumanibHOE yBennueHue | Pexomengyercs
Bapdapur (30 mr omHOKpaTHO | IPOTPOMOWHOBOTO BPEMEHHU | TIIATEJIbHBIN
OZHOBPEMEHHO C BOPHKOHA30JI0M | OBIJIO MPHUOIM3UTENBHO B [J1BA | MOHUTOPHUHT
300 Mr nBa pa3a B CyTKH) pasa. IPOTPOMOMHOBOTO

[cyocmpam
CYP2CY]

usogepmenma

Jpyrue nepopaibHble KyMapUHBI,
BKJIIOYAsi, HO HE OTPAaHUYHUBASCH,
(bEeHIPOKYMOH,  aIleHOKYMapoJI
[cyocmpambt

CYP2C9 u CYP3A44]

usohepmenmos

B3anmoneiicTBre He U3y4aioCh,
OTHaKO BOPHUKOHA30] MOXKET
YBEIINYUBATh IJIa3MEHHBIE
KOHIEHTPAIlUM KyMapHuHOB, 4TO
MOXKET MIPUBOJIUTH K
MOBBIIIIEHUIO IPOTPOMOUHOBOTO

BPEMEHH.

BpEMEHU WJIU JIpyTue
MTOJIXO/ISIIIINE
AHTUKOAryJIALIMOHHbIE
TECTBHI, a 03y
AHTUKOATYJISTHTOB
cienyer
COOTBETCTBYIOIIUM

obpazom

KOPPEKTHPOBATh.
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—ry o

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

JlexapcTBeHHOE CpeacTBo

(apmakoKMHeTHYECKNX O/ITHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)

napametTpos (%) NPUMEHEeHUH
Hpakadrop [cyocmpam | BzaumonelicTBre HE U3y4anoch, | Pekomenmyercs
uzoghepmenma CYP3A4] OJIHaKO BOPUKOHA30JI, BEPOSATHO, | CHUXKEHUE JI03bI

MOJKET TIOBBIIIATH IJIa3MEHHBIE | MBakKadTopa.

KOHIIEHTpAaIMK uBakagdTopa, 4to

MOKET MIPUBOAUTH K

MOBBIIICHUIO PHUCKA Pa3BUTH

HEXEJIATEIbHBIX PEeaKIUil.
D30MUKIOH B3anmMopeiictBue He u3ydanocs, | Pekomenayercs
[cybcmpam uzoghepmenma | OJHAKO, BEPOSITHO, YTO | CHUKECHHE J103BI
CYP3A44] BOPHUKOHA30J1 YBEJIMYMBAET | 330MUKIIOHA.

MJIa3MEHHBIE KOHILIGHTpAllUd |

CeIaTUBHBIN ahdexT

H30MHUKIOHA
benzoauazenuubl Pexomennyercs
[cyocmpamut usoghepmenma OIICHUTh
CYP3A44] 1eJ1ec000pa3HOCTh
Mupazonam (0,05 wr/kr  B/B | ComiacHO JAHHBIM | KOPPEKIIUU JI03BI
OJTHOKpaTHas /103a) HE3aBHCHUMOTI'0 UCCIIEIOBAHUSL: O€H30/1Ma3eN1HOB.

Mupazonam (7,5 Mr nepopaibHO

OJHOKpPATHAasdA n03a BHYTpB)

Hpyrue OeH30/1Ma3eNHBI
(BKJIIOYAsi, HO HE OTPAaHUYUBASCH:

TpHrazoJjam, aJirnpas3osam)

AUCo.» Muna3onama T B 3,7-paza
CornacHo JTAaHHBIM
HE3aBUCHUMOI'O UCCIIEI0BAHUS:
Cmax Mu1a3onama 1 B 3,8-paza
AUCo.. Mmpmazomama T B
10,3-pasa
B3anmonelnicTBrue He U3y4alioch,
OJTHAKO BOPHKOHA30J MOXKET
BBI3bIBATh MOBBILICHHE
TTa3MEHHBIX KOHIICHTpaIHid
JIPYTuX OCH301Ma3eTTHOB,
KOTOpblE  MEeTabOIU3UPYIOTCS

nox JaecTBUeM wu30hepMeHTa
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B3anmonelicTBue: Wivenenmis | PeKoMennanay - - pu
JlexapcTBeHHOE CpeacTBo
(apMaKOKHMHETHYECKHX O/ITHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)
napameTpos (%) NPUMEHEeHUH
CYP3A4, u BbI3bIBaTh pa3BUTHE
MPOJIOHTUPOBAHHOTO
cenaatuBHOTO 3 dekra.
NMMmyHOCynpeccanThbl
[cyocmpambt usophepmenma
CYP3A44]
Cuponumyc CornacHo JTaHHBIM | OHOBpEMEHHOE
(2 Mr OTHOKpPATHO) HE3aBHCHMOI'O HCCIEIOBAaHUS: | IPUMEHEHHE
Cmax cuponumyca T B 6,6 pa3 BOPUKOHA30J1a u
AUCy. cuponumyca 1 B 11 pa3 | cuponumyca

OBeponumyc

[maxkoce cyocmpam P-gp|
Huknocnopun (y TAaIMeHTOB,
MEPEHECIINX  TPAHCIUIAHTAIIHIO
MMOYKH W  HaXONANIUXCA B
CTabUIHLHOM COCTOSIHUH "
MOJTyYaOIIUX Teparuko
IUKJIOCTIOPUHOM )

BS&PIMOL[G?ICTBPIC HC N3y4aJiOCh,
OJHAKO BOPUKOHA30J1, BEPOATHO,
MOJKCT BBI3BIBATh 3HAYHUTCIIBHOC
IIOBBIIICHUEC IIJ1a3MCHHBIX

KOHHCHTpaI_II/Iﬁ 9BCPOJINMYCa.

Cmax mukiocnopuna 1 13 %

AUC; muxiocriopuna 1 70 %

IIPOTUBOIIOKA3aHO (CM.
paznen 4.3.)
OnHoBpEeMEHHOE
MIPUMEHEHNE
BOPUKOHA30J1a u
HBEPOIUMYCa HE
pEKOMeHayeTCH,
MOCKOJIbKY OXHJIaeTcH,
4TO BOPHUKOHA30J1
MOXET  3HAUUTEIILHO
MOBBIIIATH IJITA3MEHHbIE
KOHIIEHTpal1u
ABEpOJIUMYCa. (cm.
pasnen 4.4.)
IIpn Ha3HAYECHUU
BOPUKOHA30J1a
nanueHTam,
MOJTy4YaroLUM
LUKJIOCTIOpPHH,
PEKOMEHAYETCs

YMCHBIINTDH ao3y
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JlexapcTBeHHOE CpeacTBo
(apmakoKMHeTHYECKNX OTHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)
napameTpos (%) NPUMEHEeHUH

LUKJIOCIIOPHHA BJIBOE U
THIATEIbHO
KOHTPOJIUPOBaTb  €ro
KOHLICHTPALUIO0 B
I1asme KpPOBH.
IToBb11IEHNE
KOHIIEHTpal1u
LUKJIOCIIOpHHA
COINPOBOXAAETCS
HE(POTOKCUUHOCTBIO.

ITocie OTMEHBI

BOpPHKOHA30J1a

HEOOXOIUMO
TIIATENLHO

KOHTPOJIMPOBATh

KOHICHTPAIHNIO

OUKJIOCIIOPMHA W TIIPpHU

He0OXOIMMOCTH

YBCIIUYHUTH €TI0 J03Y.

Takpomumyc Cinax Takponumyca T 117 % IIpn Ha3HaYeHUU
(0,1 mMr/kr ogHOKpaTHO) AUC: takponumyca 1 221 % BOPHUKOHA30J1a
narueHTam,
MOJTyYaroIUM
TaKpOJIUMYC,
pPEKOMEHAYETCS
YMEHBUIUTh 103y
HOCJIEeOHEr0 OO OMHOU
TPETH Ha4YaJbHOW J103bI
" TIIATEBEHO
KOHTPOJIUPOBaTh  €ro

KOHICHTpauuro B
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JlexapcTBeHHOE CpeacTBo

(MexaHu3M B3anMMO/1eliCTBHUS)

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

(papMakoOKHMHETHYECKHX

napameTpos (%)

OTHOBPEMEHHOM

INPUMECHCHUHN

iazMe KPOBH.
IToBb11IEHNE
KOHLIEHTPAIIH
TaKpoJIUMyca
COIIPOBOXKAAETCS
HE(PPOTOKCHYHOCTHIO.

ITocie OTMEHBI

BOPHKOHA30Jia

HEOOXOIUMO
TILATEILHO

KOHTPOJIMPOBATh

KOHIICHTPAIINIO

TaKpoJIMMyCa MW  IIpH

HEe0OXOIMMOCTH

YBCIIUYHUTH €TI0 J03Y.

JmuTensHo JICHCTBYIONIHEC
OIHATHI

[cyocmpamut usogepmenma
CYP3A44]

OxcukonoH

(10 Mr ogHOKpATHO)

ComtacHo JaHHBIM
HE3aBUCUMOTO HCCIICIOBAHMS:
Cinax OKcHKOZIOHA T B 1,7 pa3

AUC.» okcukogona 1 B 3,6 pa3

Crnenyer OLICHUTH
BO3MOYKHOCTB
CHIDKEHUS JIO3EL

OKCHKO/IOHA H JPYTHX
JUTUTEIILHO
JIEUCTBYIOLIMX OMHUATOB,
MEeTabOTH3UPYEMBIX
n30(epMEHTOM
CYP3A4  (mampumep,
TUAPOKOIOHA). Mosker
IMOHAZOOUTHECS YaCTHIN
KOHTPOIIb ~ COCTOSIHHS
MalydeHTa Ha MPeaMeET

pa3BUTHS
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AR 02

JlexapcTBeHHOE CpeacTBo
(apmakoKMHeTHYECKNX O/ITHOBPEMEHHOM
(MexaHHM3M B3auMoOjielicTBHS)
napametTpos (%) NPUMEHEeHUH
HEXeJaTeIbHbBIX

peaKLHnii, CBA3AHHBIX C

OITMaTaMH.

Metanou

(32 — 100 Mr omuH pa3 B CyTKH)

Cmax R-meramona (akTuBHOTO

metabonura) T 31 %

PexoMennmyercst 4acThIit

KOHTPOJIb COCTOsAAHHUA

[cyocmpam usogpepmenma | AUC; R-meramona (aKTUBHOTO | MAlMEHTa HAa TPEIMET
CYP3A44] Metabonuta) T 47 % pa3BUTHS
Cmax S-metagona 1 65 % HeKeJlaTeIbHBIX
AUC; S-meranona 1 103 % peakuui u
TOKCUYHOCTH (B TOM
qucie, YIUIMHEHUE
WHTEpBaja QT),
CBSI3aHHBIX c
MeTtasionoM. Bo3moxxHO,
MOHA00UTCS
CHU)KEHUE JI03BI
MeTa/IoHa.
Hecreponnnsie Pexomennyercs dacTelil

IMPOTHUBOBOCIAJIUTCIILHBIC

npenapats! (HIIBIT)
[cybcmpamut usoghepmenma
CYP2(C9]

No6ynpoden

(400 Mr OTHOKpPATHO)

Cax S-ubynpodena 1 20 %
AUCy- S-ubynpodena 1 100%

KOHTPOJIb  COCTOSIHHS
MalMEHTAa Ha IpeaMET
pa3BUTHUSA
HEXKEaTEIbHbIX
peaxkuuii u

TOKCHYHOCTH,

csa3aHHbIx ¢ HIIBII

Juknodenak Cmax muxinodenaka T 114 % MoxeTr mnoTrpeGoBaThCs
(50 mMr ogHOKpaTHO) AUC- auxnopenaka T 78 % cHrkenue no3e1 HIIBIT.
Owmernpazon Cmax oMernpazona 1 116 % Koppexkius JI03bI
(40 mr oguH pa3 B CyTKH)* AUC; omenpazona T 280 % BOPHUKOHA30J1a HE
[uneubumop usogpepmenma | Cmax BopukoHazona T 15 % PEKOMEHIyETCA.
CYP2C19; cyocmpam | AUC. Bopukonazomna T 41 %
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JlexapcTBeHHOE CpeacTBo

(MexaHu3M B3anMMO/1eliCTBHUS)

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

(papMakoOKHMHETHYECKHX

napametTpos (%)

OTHOBPEMEHHOM

INPUMECHCHUHN

usopepwenmos  CYP2CI19 u

CYP3A44]

BopukoHazon Takke MOXKET
yTHETaTh  JCHCTBHE  JIPYTHX
MHTHOUTOPOB IIPOTOHHOU
MOMITbI, KOTOpbIE  SIBIISIOTCS
cyOcTparamu n3odepmenTa
CYP2C19, qTOo MOXKET
OPUBOAWTE K  IMOBBIIICHUIO
IUTA3MEHHBIX ~ KOHIEHTpalui

9TUX JICKAPCTBCHHBIX CPCACTB.

[Ipu nHawyase mnpuema
BOPUKOHA30J1a
HanyeHTam, yKe
MOJTyYaIOLIUM TEparuio

OMCIIPA30JIOM B J03ax

40 wMr wIM BHIIE,
PEKOMEHTyeTCS
CHIDKCHHE JIO3BI

OMCIIpa30Jia B JiBa pa3sa.

[TepopanbHble KOHTpalENTUBHI™
[cybocmpamut usoghepmenma
CYP3A44;

uzoghepmenma CYP2C19]

UHeUOUMOPYL

HopaTtucrepon/>TuHIIICTpaanon

(1 mr/0,035 Mr onuH pa3 B CyTKH)

Cinax dTHHIIICTpauona T 36 %
AUC, stuammerpaauona T 61 %
Cmax HOpaTHCTEpOHA T 15 %
AUC: Hopatucrepona 1 53 %
Cmax BopukoHazona 7 14 %

AUC; BopukoHnazoina 1 46 %

Pexomennyercs
KOHTPOJb  COCTOSIHUSA
NagueHTa Ha IpeaMeT
pa3BUTHSA

HEXCIIaTCIIbHBIX

pEeaKUnii, CBA3AHHBIX C

NPUMEHEHUEM
NePOPaTbHBIX
KOHTPAICIITHBOB u
BOPUKOHA30J1a.
HapxoTtuueckue aHAJIbTEeTHUKU Crnenyer OLIEHUTD
KOPOTKOT'O neicTBus BO3MOKHOCTb
[cyocmpamut usogepmenma CHUKEHUS JTO3bI
CYP3A44] andeHranuna,

Andenranun (oJHOKpaTHas 1032
20 MKI/KT C OTHOBPEMEHHBIM

MIPUMEHEHHEM HaJOKCOHA)

denranun

(omHOKpaTHAs 1033 5 MKT/KT)

CormmacHo TAHHBIM
HE3aBUCUMOTIO HUCCIIENOBAHU:

AUCy. andentanuna T B 6 pa3

CommacHo TAHHBIM

HE3aBHCUMOI'O UCCIICIOBAaHU:

dbeHTaHWIAa W APYTUX
HapKOTUYECKUX

AHAJIBI'CTUKOB
KOPOTKOTO  JEHCTBUS,
HMEIOIINX CXOXKYH C

as(heHTaHUIIOM

XUMHYECKYIO

CTPYKTYpY u
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JlexapcTBeHHOE CpeacTBo

(MexaHu3M B3anMMO/1eliCTBHUS)

B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

(papMakoOKHMHETHYECKHX

napameTpos (%)

OTHOBPEMEHHOM

INPUMECHCHUHN

AUCo ¢enranuna 1 B 1,34

paza

MeTaboIU3UPyEeMbIX
n30(epMEHTOM
CYP3A4  (mampumep,
cyenTanummna).
Pexomennmyercs
pacIIMpEeHHbIN u
YacThIN KOHTPOJIb
COCTOSIHUS MAllMeHTa Ha
peaMeT pa3BUTHUs
yTHETEHUsT  (yHKIUU
JIbIXaHUSI W JPYyTHX
HEeKeaTeIbHBIX
peakuui, CBSI3aHHBIX C
HApKOTUYECKUMU
aHaJIbI€TUKAMU

KOPOTKOI'O JIEUCTBUS.

Cratunsl (marmpumep, | BzaumogeiictBue He n3yuanocs, | Eciu HEBO3MOKHO
JIOBACTaTHUH) OJTHAKO, BEPOSITHO, BOPUKOHA30J1 | n30exarh
[cyocmpamut uszoghepmenma | MOXET YBEIIMYNBAThH | OMTHOBPEMEHHOTO
CYP3A44] IIJIa3MEHHBIE KOHLEHTpALUH | IPUMEHEHHUS
CTaTHHOB, KOTOpBIE€ | BOPMKOHA30J1a u
MeTaboIU3UPYIOTCS CTaTUHOB, KOTOpBbIE
nzopepmentom CYP3A4  u | merabonusupyrorcs
MOKET IIPUBOAUTH K | n30epMeHTOM
pabaoMuoIu3y. CYP3A4, clenyer
OLICHUTh BO3MOKHOCTh
CHI)KEHUSA JI03BI
CTaTHHA.
[IpousBonnbie BzaumopneiictBue He u3ydanocs, | Pekomenayercs
CYJb(OHUIMOYEBUHBI OJTHAKO, BEPOSITHO, BOPUKOHA30JI | THIATEIHHO
MOKET YBEJIMYUBATh | KOHTPOJIUPOBATH
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JlexapcTBeHHOE CpeacTBo
(apmakoKMHeTHYECKNX OTHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)
napametTpos (%) NPUMEHEeHUH
(BKJIIOUYAsi, HO HE OIPAaHUYMBASCh, | IJIA3MEHHbBIE KOHIIGHTPAIMK | KOHLIEHTPALIUIO
TOJIOyTaMHU/I, [IMIOMU3UA, | IPOU3BOJHBIX IJIIOKO3bl B IIJIa3Me
TMOCHKIIAMUT) CyJ1b(hOHMITMOYEBHUHBI U | KpOBH. Cnenyer
[cybcmpamut usoghepmenma | SIBIATHCA MPUYUHON | paCCMOTPETH
CYP2(C9] TUTIOTJIUKEMUH. BO3MOKHOCTh
CHUKEHUS J103Bbl
IIpernapaToB
CYb(OHUIMOYEBUHBI.
Anxanouzsl OapBuHKa (BKIIOYasi, | BzaumonelicTBue He u3ydanocs, | Pekomenayercs
HO HE OTPaHUYMUBASCH, | OJHAKO, BEPOSITHO, BOPUKOHA30JI | OLICHUTH
BUHKPUCTUH U BUHOJIACTUH) MOXET TIOBBIIIATH COAEPIKAaHUE | 1eJIeco00pa3HOCTh
[cybcmpamut usohepmenma | ankajaou10B OapBUHKA B IJIa3ME | KOPPEKIIMH JTO3bI
CYP3A44] KPOBH u BBI3BIBATH | aJIKAJIOUJ0B OapBHUHKA.
HEHPOTOKCUYHOCTb.

Jlpyrue WHTHOUTOPHI TPOTEas3bl
(UIT) Bupyca ummyHoaeduuuTa

yenoBeka (BIY) (Bkimrovasi, HO HE

Knunnyecku He n3ydeHo.
HccnenoBanus in vitro

CBUACTCIIbCTBYKOT O TOM, 4YTO

Pexomennyercs
TIIATEJIbHBIA KOHTPOIIb

COCTOsIHHMA ITaIMCHTA Ha

OTPaHUYMBASICh, CaKBUHABHP, | BOPUKOHA30 MOXET | MPEeaMET pa3BUTHS
aMIIpeHaBup U HepuHABUP)* WHTUOMPOBATH MeTa0oJIU3M | JTHOOBIX MPOSIBIICHUI
[uneubumopvr  u  cybcmpamsi | ”HTUOMTOPOB NpoTea3sl BUY. B | nexapcTBeHHOM
uzogpepmenma CYP3A4] CBOI0O OdYepellb, WHIMOUTOPBI | TOKCHYHOCTH u/unu
[pOTEa3sbl BUY MOT'YT | OTCYTCTBHUS
IIO/IaBJIATh MeTaboIu3M | 3PPEKTUBHOCTH.
BOPHUKOHA30J1a. Bo3moxHo,
MOHAA00UTCs
KOPPEKIHUs pi (033
IpenapaTos.
Hpyrue HeHyKJIeo3uIHble | KiMHn4ecku He U3y4eHo. Pexomennyercs
UHTUOUTOPHI obpatHoit | MccnenoBanus in Vitro | TIIaTeNbHBIA KOHTPOJIb
TPaHCKPUIITA3bI (HHMOT) | mokazanmu, 9to MeTabOJHM3M | COCTOSIHUS TAIlMEeHTa Ha
BOPUKOHA30J1a MOXET | MpeaMeT pa3BUTHS
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B3aumoaelicTBuE: ver s

“PRobierianin  Tipu

JlexapcTBeHHOE CpeacTBo

(apmakoKMHeTHYECKNX OTHOBPEMEHHOM
(MexaHu3M B3anMMO/1eliCTBHUS)

napametTpos (%) NPUMEHEeHUH
(BKJIIOUAs, HO HE OrPAaHUYMBASICh, | YTHETAThCA  TOJA ~ JCHCTBHEM | JIEKApCTBEHHOU
NeIIaBUP/IMH, HEBUPAITHH)* HHUOT, a BopuKkoHa30J1 B CBOIO | TOKCHYHOCTH u/unm
[uneubumopvl  unu uHOYKMOpbI | 04epeb ~ MOXKET  YTHETaTh | OTCYTCTBHSA
yumoxpoma P450 u cyocmpamwur | meraboauzm HHUOT. 3¢ (HEKTUBHOCTH.
usopepmenma CYP3A4] Ha ocHoBanum mnonydeHHbIX | Bo3aMoxHO,

pEe3yIbTaToB UCCIIEZIOBAaHUS | TOTpedyeTCs

apdekra  ddaBupeH3a  Ha | KOPPEKIUs JIO3BI

BOPUKOHA301I, MOJKHO | TPEnaparos..

npeanoiaoxuts, uyro HHUOT

MOTYT YCHJINBaThb METa0OJIH3M

BOPUKOHA30J1a.
Tpetunoun BsaumogeiictBue He u3yuanock, | Pekomenayercs
[cyocmpam usoghepmenma | OMHAKO BOPUKOHA30JI MOXKET | KOPPEKIIHS JI03BI
CYP3A44] MTOBBIIIATH KOHIICHTPALMK | TPDETUHOMHA BO BpPEMs

TPETUHOWHA U TIOBBIIIATH PUCK | JICUCHUS

pa3BUTHUA HEXKeNaTeJIbHBIX | BOPUKOHA30JI0M u

peakuui (MIMONAaTUYECKON | MOCJE €r0 OTMEHHBI.

BHYTPUYEPEIIHONW TUIIEPTEH3UH,

TUIEPKATIBIUEMUHN ).

Humernaun (400 Mr nBa pasa B
CYTKH) [Hecneyughuuecku
uneubupyem yumoxpom P450 u
pH

noeslutaeni YPO6€EHb

JHCeny00UH020 COKA]

Cmax BopukoHazona 17 18 %

AUC; BopukoHnazona 1 23 %

Koppekuus 10361

He TpedyeTcs

Jlurokcuu
(0,25 mr onuH pa3 B CyTKH)

[cyocmpam P-enuxonpomeunal

Cinax IUTOKCUHA <>

AUC; quroxcuna <

Koppekuus 10361

He TpebyeTcst

NuaunaBup
(800 Mr Tpu paza B CyTKH)
[uneubumop u

uzoghepmenma CYP3A4]

cybcmpam

Cimax MTHIUHABUPA <>
AUC; unauHaBupa <>
Cmax BOPUKOHA30J1a <>

AUC; BopukoHazofa <>

Koppekuus 10361

He TpeOyeTcs
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JlexapcTBeHHOE CpeacTBo

(MexaHu3M B3anMMO/1eliCTBHUS)

B3aumoaelicTBuE: ver s

(papMakoOKHMHETHYECKHX

napameTpos (%)

CNMEPTHOMY OTYETY
22025 Ne 5563
A

OJHOBPEMEHHOM
NpUMEHEHNH

AHTHOMOTUKHI TPYIIIIBI
MaKpOJIH/IOB

DpUTPOMUIIH

(1 r nBa pasa B CyTKH)

[uneubumop usoghepmenma

CYP3A44]
A3UTpOMUIIH

(500 Mr omuH pa3 B CyTKH)

Cmax 1 AUC; BopukoHa3ofa«>

Cmax 1 AUC; BopukoHa3oja«>

Bnusnue  BOpHKOHa3oma  Ha
MeTabo0JIu3M SPUTPOMHULIMHA
I A3UTPOMHIIMHA
HEHU3BECTHO.

Koppekuus 10361

He TpeOyeTcst

MuxkodeHonoBasi KUCIOTa

(1 r ogHOKpATHO)

Cinax MUKO(EHOIOBOI KHCIOTHI

<«

AUC; MUKO(EHOIIOBOI KHCIIOTHI

<>

Koppekmus 10361

He TpeOyeTcst

[cyocmpam VPUOUH-5 -
oughochpam-
2NOKYPOHUIMPAHCPepasbi |
Kopruxocreponasl

[Ipennuzonon

(60 Mr ogHOKpATHO)
[cyocmpam usoghepmenma

CYP3A44]

Chnax ipeau3oiiona T 11 %

AUC mpenuuzonona 1 34 %

Koppekuus no3e1
He TpedyeTcs.
ITaueHTsl,
MOJTyYarolue
JUTUTENIbHOE ~ JICUEHUE
BOPHUKOHA30JI0M u
KOPTHUKOCTEPOUIAMU
(BKiTIOUAs
MHTAJIILUOHHbBIE
KOPTHUKOCTEPOU/IBI,
Hanpumep OynecoHun),
JIOJDKHBI ~ HAXOIUTHCS

noxa TIIATCJIbHBIM
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Bsanmonelicreue: | HIMEH eI | PeRoMetmanan - - fpu

JlexapcTBeHHOE CpeacTBo
(apmakoKMHeTHYECKNX O/ITHOBPEMEHHOM
(MexaHHM3M B3auMoOjielicTBHS)
napametTpos (%) NPUMEHEeHUH
HaOJIONEHUEM Ha

OpeaMeT  HapyIICHUs
byHKIIN KOPBI
HAJIOYEYHUKOB KaK BO
BpeMs JICUCHHS, TaK U

[oCJIe€  IPEKpPALICHUS

PUMEHEHHS
BOPUKOHA30J1a (em.
pasznen 4.4.).

Panutnnun Cmax 1 AUC; Bopukonazona <> | Koppekius 103b1

(150 mr nBa pasa B CyTKH) He TpedyeTcs

[nosviwaem pH  owcenyoounozo

coKa]

®apMaKOKMHETUUECKHUI nTapaMeTp, OCHOBaHHBIN Ha 90 % 10BEepUTEIHLHOM HHTEpBAJE CPEIHETO
TEOMETPUYECKOTO 3HAUCHHUSI, HAXOAUTCS BHYTpU (<), Bbime (1) unum Hke (|) mHTEpBana
80 % — 125 %.

*B3aumMHOe BO3EiCTBHE.

AUC,, AUC;, AUCo. — miioniaap moja KpuBOr «KOHIEHTPAIUsI-BpEMs» B MEPUOJ JO3UPOBAHMUS,
OT MOMEHTA BBEJCHUS Tpemnapara 10 BUIAMON KOHIICHTpAIMH B IJla3Me KPOBH, OT MOMEHTa
BBEJICHUS Mpenapara 10 OeCKOHEYHOCTH, COOTBETCTBEHHO.

4.6. DepTWIBHOCTH, 0EPEMEHHOCTDH U JAKTALMS

)KCHIHI/IHI)I C ACTOPOJAHBIM ITOTCHIIMAJIOM (KOHTD&HGHHHH Y MY>KYMH 1 )KGHHII/IH)

JKeHmuHbl penpoayKTUBHOIO BO3pacTa IpU NPUMEHEHHH Ipernapara BOpUKOHA301 JOJIKHBI
UCIIOJIB30BAaTh HAJIEKHBIC METOABI KOHTPALICTILIUH.

bepeMeHHOCTD

Jocrarounoit nHpopMay 0 IPUMEHEHUU BOPUKOHA30J1a y O€PEMEHHBIX KEHILUH HET.

B uccrnenoBaHusax Ha KMBOTHBIX YCTaHOBJIEHO, YTO NPENAapaT OKa3bIBAET TOKCUYECKOE NEHCTBUE
Ha PENpOAYKTUBHYIO (YHKLUIO. BO3MOXHBIN pHCK I YelloBeKa HEeM3BeCTeH. BopukoHa3on He
CJIelyeT MPUMEHATh Y OEpeMEHHBIX JKEHIIUH 32 HCKJIIOUEHUEM TeX CIydaeB, KOrJa OKujaeMas

IoJib3a 411 MaTCpH SIBHO IMPEBLIIIACT BO3MOKHBII PHUCK IOJId IJ10J4a.
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Jlakranus

BriBeneHne BOpukoHa30J1a ¢ rpyIHbIM MOJIOKOM He u3ydanock. Ha Bpemst npuMeHeHus npenapara
rPyIHOE BCKAPMJIMBAHUE CIIEIYET MPEKPATUTD.

4.7. BausiHue HA COCOOHOCTH YNPABJATHL TPAHCIOPTHHLIMHM CPeACTBAMH M padoTarh C
MeXaHU3MaMu

BopukoHazon MOXET BbI3BaTh NPEXOAALIME M OOpaTUMble HAPYIIEHUS 3pEHMs], BKJIIOYas
BO3HHUKHOBCHHC <«IICJICHBD» NCPEH IJIa3aMH, HapymeHI/Ie/yCI/IJIeHI/Ie SPUTCIBHOIO BOCIIPUATHUA
u/umu porododuto. [Ipy HaMMUUU TaKUX CUMITOMOB MAIUEHTHI JOJKHBI M30€raTh BBHITTOTHEHUS
MOTEHIUATBHO OMACHBIX ACHCTBUIA, B YaCTHOCTH, YIIPABJICHUS aBTOMOOUJIEM UJTH UCIIOJIb30BaHUs
CIOKHOU TEXHUKH. HpI/I npueMe BOPUKOHA30JIa MAalMCHTBI HE JOJDKHBI  YIIPaBJIATH
TPaHCIIOPTHBIMU CPEACTBAMHU I10 HOYAM.

4.8. HexeaareabHble peakuu

Pesrome npoduisg 6e30macHOCT

JlarHbIe 0 6€30MMaCHOCTH BOPUKOHA30J1a OCHOBAHBI HA pe3yibraTax ucciaenoBanus 6onee uem 2000
yenoBek (1655 mamueHToB, NPUMEHSIIONIMX BOPUKOHA30J B JIEUEOHBIX Memax u 279 ¢
npoQUIAKTUYECKON 11eTbI0), MPEACTABICHHBIX T'€TEPOTeHHONW MOMyMsAlueil (malueHTsl Cco
3]I0KQYECTBEHHBIMH HOBOOOpa3oBaHUsMH KpoBH, BUY-uHpunupoBaHHble MalUEHTH C
KaHIUJI030M TMHINEBOJAa M pedpaKkTEepHBIMU TPUOKOBBIMH WHMEKIHMSIMH, MAlUEHTHI 0e3
HEUTPONICHUH ¢ KaHTUJICMHUCH WITH acTIepPTHUILIC30M, a TAKXKE 37I0POBEIC TOOPOBOIIBIIHI).
Haubonee pacnpoCTpaHEHHBIMH HEXKEJIATEIbHBIMU PEaKIUSIMH SBISIOTCS HAPYIICHUS CO
CTOPOHBI OpraHa 3peHus, OTKIIOHEHWE OT HOPMbI Pe3yabTaToB (YHKIIMOHAIBHBIX MPOO MEYeHH,
JTUXOpajKa, Chillb, PBOTA, TONIHOTA, JUApes, TOJOBHAS 00Jb, mepudeprudecKkrue OTeKH, O0JIb B
JKUBOTE W YTHETCHUE JbIXxaHus. HexenarenbHbIC peakiuu OOBIMHO OBLIH JIETKO MM YMEPEHHO
BbIpakeHbl. KITMHIUECKH 3HAYMMON 3aBHCHUMOCTH O€30MacHOCTH IMpemnapara OT BO3PacTa, packl
WM TI0JIa HE BBISABIICHO.

TabnuyHoe pE3IOME HEXKEIATSIbHEBIX PECaKITHi

Huxke MMpEACTABJIICHBI HCXKCIIATCIIbHBIC PCAKIWH, CBA3AHHBIC C MNPUMCHCHHEM IIpf€rapara Ha
OCHOBaHHUU CHCTEMHO-OPTaHHBIX KJIACCOB W YacTOThl BO3HMKHOBEHHUA. /{71 OLEHKH YacTOTHI
BO3HHUKHOBEHUS HEXKEJAaTeIbHBIX PEaKIMii ObLTH MCIIOIb30BAHbI CIEAYIONIUE CTEIIEHN YaCTOTHI:

oueHb gacto (>1/10), wacto (>1/100, HO <1/10), HEwacto (=1/1 000, HO <1/100), penxo (>1/10 000,
HOo <1/1 000), ouens penko (<1/10 000), vacrora Hen3BeCTHA (HA OCHOBAHWU UMEIOIIUXCSI JTAHHBIX

OIIEHUTHh HEBO3MOJKHO).
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i
{ pCaKIIu

CuCcTeMHO-OpPraHHbIi Yacrora HesxkenaregbHasi peakuus
KJiace
HUnghexyuu u unsazuu 4acTo CUHYCHUT, TACTPOIHTEPUT, THHTUBUT
HEYACTO MICEBIOMEMOPAHO3HBI  KOJIUT, JIMMQAHTUT,
MIEPUTOHUT
Jlobpokauecmesennbvie, JacTtoTa TUIOCKOKJIETOUHBIM  paKk  KOXKH  (BKJIIOYAst
3710Ka4ecmeenHbvle U | HEU3BECTHA MJIOCKOKJICTOUHBIM paKk KOXH in  Situ WA
HeYMOoYHeHHble Oone3ns boysna)
H08000pa306aHus
(6K1HOYASL KUCTBL U NOAUNDL)
Hapywenuss co cmopomnst | 4acto arpaHyJoIuTO3 (BKITIOUAst beOpHITbHYIO
Kpo8u u Jumgamuieckou HEUTPOTIEHUIO u HEUTPOTICHUIO),
cucmemul MAHIUTONEHUSI, TPOMOOIIUTONICHHS (BKIIIOUAsI
UMMYHHYIO TPOMOOLIUTONIEHUYECKY IO
nypIypy), aHeMHst
HEYacTo nojaBiieHne  (PyHKIMH  KOCTHOTO  MO3ra,
neiikoneHus, mTuMQaaeHonarus, 303uHoGpuIus,
CUHIPOM JUCCEMUHUPOBAHHOTO
BHYTPHUCOCYAUCTOTO CBEPTHIBAHUS
Hapywenuss co cmopomnsl | HEHaCTO aJNIEPTUYECKUE PEAKITIHI
UMMYHHOU CUucmembl
penxo aHa(UIAKTOUIHBIC PEAKIITT
DOHOOKpUHHble Hapyulenus | HE4acTo HEJOCTAaTOYHOCTh  KOpPbl  HAJIMOYEYHUKOB,
TUIIOTUPEO03
penxo TUIIEPTUPEO3
Hapywenus memabonuszma | 04e€Hb 94acToO nepudepuIecKre OTEKU
U nuUmMaHu: 4acTo TUITIOKAJIUEMUS, TUIIOTJIINKEMHUS,
TUTIOHATPUEMUS (BBISIBIIEHO B
MOCTPETUCTPALIUOHHBIX UCCIEAOBAHUSIX )
Tcuxuueckue napywenus 4acTo raJUTIOIIMHAIIMY,  CIIyTAaHHOCTh  CO3HaHWUS,

JIeTIPECCHs, TPEBOTA, OECCOHHUIIA, AKUTAITUS

OYCHBb 4aCTO

rojoBHas 00Jb

34

MY OTYETY




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

28.02.2025 N2 5563

OT L0 UL 2020

Hapywenuss co cmoponwst | 4acto CHHKOIIC, TpeMop, -~ apecteRis:, CORIMBOCTS,

HEPBHOT cucmembl TOJIOBOKPY’KEHHUE, CYIOpOTH, HUCTarM

HEYacTo OT€K TOJIOBHOTO Mo3ra, »SHIedanonarus,
SKCTpanupamMuaHOe paccTpoucTBO,
nepudepudeckas ~ HEUpomaTHs, — aTakcus,
rUNeCcTe3us, JUCTeB3uUs (HapylIeHHE BKYCOBOTO

BOCIIPHUSTHSA)

PEAKO IICYCHOYHasA BHHe(baJ'IOHaTI/IH, CUHAPOM

I'nitena-bappe

Hapywenus co cmoponwl | 0O4€Hb 9aCTO HapyIIEHHE CO CTOPOHBI OpraHa 3peHus (B TOM
op2ana 3peHust YHUCJIE HEYETKOCTh 3PEHHUs, 3aTyMaHCHHOE
3peHmue, dborodobdus, XJIOPOTICHS,

XpOMATOIICHs1, CBETOOOS3Hb, LIBETOBAs CJIEIIOTA,
LIAHOIICHS, HAJINYUE B IIOJIE 3PEHUS PaLyKHBIX
KPyTOB BOKPYI HCTOYHUKOB CBETAa, HOYHAas
CJIETOoTa, OCLIJLIONCHS, ¢ororcus,
MepLaTeslbHasi CKOTOMa, CHH)KEHHE OCTPOTHI
3peHusi, 3pUTENbHAs SPKOCTh, ACPEKT MOJeH
3peHus, IJIaBaroLne IIOMYTHEHHUS

CTCKJIOBHJHOI'O TCJIa 1 KC&HTOHCI/IH)

qacTo KPOBOU3JIUAHUC B CETUATYIO 06OJ'IO"IKy ri1asa

HEYacTo HEBPUT 3PUTEIBHOTO HEpPBA, OTEK COCKa
3pUTEJIBHOTO HEpBa, OKYJIOTUPHBIA  KpH3,

JUIUIONUS, CKIEPUT, Onedaput

penKo arpousi 3pUTENFHOTO HEpBa, MOMYTHEHUE
POTOBUIIBI
Hapywenus co cmopomusl | HE4aCTO BEPTHIO, THITOAKY3HsI, IIIyM B yIIax
opeana ciyxa u 1abupunma
Hapywenus co cmopomusl | 9acTo HAQ/DKEITyIOUKOBasi ~ apUTMHS,  TaxHKapaus,
cepoya Opanukapaus
HEYacTo GuOpUILIALINS  JKETYI0YKOB, JKEITYIO0YKOBasI
IKCTPACUCTONHS, HaJDKEITyT0YKOBast

TaXUKapAUS, KEITYA0YKOBAs TAXUKAPIAUS
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aTpUOBEHTPUKYISpHAs ~ Ollokama,  Onokana
HOXKH ITy4ka ['uca, y3J10BbIe apUTMHA
Hapywenus co cmoponsi | 94acto apTepuasibHasi THIOTEH3MS, (QIeOuT
cocyoos HEYacTo TpoMOOodedut

Hapywenus co cmoponui
ObIXamenvHOU — CUCmeMbl,
0p2aHo8 2pYOHOU KIemKU U

cpedocmenust

O4YCHBb 4aCTO

YIHCTCHUC ObIXaHUA

qacTo

OTEK  JIETKUX, OCTPBIA  PECHHUPATOPHBINA

JTUCTPECC-CUHAPOM

Kenyoouno-kuwueutvie

HapyueHus

O4YCHb 4aCTO

TOIIHOTA, PBOTA, 1UAPCA, 00JIb B JKHBOTE

qacCTo

XCﬁHHT, JUCIICTICHUA, 3aI10P

HCYaCTO

AYOACHUT, ITIOCCUT, ITAHKPCATUT, OTCK A3BbIKA

Hapywenus co cmoponwi
neyeHU U HCenuesbl8o0AUUX

nymetu

O4YCHBb 4aCTO

OTKJIOHEHHSI ~ OT  HOPMBI  pE3yJbTaTOB
(byHKIMOHATBHBIX MEYEHOYHBIX TECTOB
(moBBILIEHNE AKTUBHOCTH
acrapTaTaMMHOTpaHc(epassbl,

aJlaHMHAMUHOTpaHCcdepassl, LIEJT0OYHON

docdaraspl, ramma-IIIyTaMUITpaHc(epasbl,

JaKTaTAETUuIPOreHas3bl, TUIIEPOUTUPYOUHEMYS )

qacCTo

JKCIITYyXa, XOJIECTaTUYCCKasl KCIITyXa, I'CIaTuT

HCYaCTO

neyc€HoYHasaA HCEIOCTAaTOYHOCTb, XOJICIHHHUCTHT,

XOJICJINTHA3, YBCIIMYCHHUC IICUCHU

Hapywenuss co cmoponwi
KOMCU U NOOKONCHBIX

mrauet

OYCHBb 4aCTO

CBITIb

qacTo

AKC(OTUATUBHBII JIEPMAaTHT, aJIonemus,

KOKHBIN 3YA4, MakylJiolairyJe3Has CHIIIb,

spuTemMa

HEYaCcTo

cunapom CtuBeHca-J[>koHCOHa,

dboToceHcHOMIM3aIus, KpaluBHUIA, JK3EMa,
TOKCHUYECKHH  AMHUAEPMANbHBIM  HEKPOJH3,
AHTUOHEBPOTHYECKHI OTeK, MynbTU(OpMHAs
apuTEMa, TICOpHa3, AJICPTUUYCCKUI JTEpPMaTHT,

IypIypa, Namyse3Has Chlllb, MaKyJIsIpHas ChIllb

penKo

niceBgonopdupusi, CcTOWKas JieKapCTBEHHAs

spUTEMA
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wactora KocHan (0PN CHCTENiHOM KpacHoil BoxUafku
HEU3BECTHA JICKapCTBEHHAs! peakiusi ¢ J03MHOPWINEH U
CHUCTEMHBIMU CUMIITOMaMH
Hapywenus co cmoponsi | 4acto 00JIb B CIIMHE
MbIUEYHOU, CKeNemHOU U | geyacTo apTPUT
COeOUHUMENbHOU MKAHU 4acTOTA IEPUOCTHUT
HEM3BECTHA
Hapywenus co cmoponbsi | 4acTo OCTpasi IOYE€YHasi HEAOCTATOYHOCTh, TeMaTypHst
NnoYeK U MOYeBblBOOAUUX
. HEeyacTo HEKpO3 IOYEYHBIX KaHAJbIEB, NMPOTEHHYpUS,
nymetu
Hedpur
Obwue  Hapywenusi  u | O4EHb YACTO JIUXOpajKa
peakyuu 8 mecme 66e0€HUs | 4aCTO 03HOO, acTeHusi, O0Jb B TIPYIHOM KIETKe,
rpunmnonofgobHoe 3abojeBaHue, OTEK JIMIA
(BKJIIOUasi MEpUOPOUTANIbHBIN OTEK, OTEK I'y0 U
OTEK pTa)
HEeyacTo peaxiysi/BocnajieHue Ha MecTe HHbEKIIUN
Jlabopamopnuie u | 4acto MOBBIIIEHUE KOHIIGHTPALMU KpeaTHHWHA B
UHCIMPYMEHMAbHbLE KpPOBH
OaHmbvle HEYacTo yIUIMHEHHE UHTEpBaa QT Ha
AIIEKTPOKapAHOTpaMMe, MOBBIILICHHE
KOHIIEHTPAIIH MOYEBHHHI B KpOBH,
MOBBIIICHUE KOHIEHTPAIIMH XOJECTEPHHA B
KpPOBHU
eTH

Bb110 yCcTaHOBIIEHO, UTO HEXKEIaTeIbHBIE PEaKINK Mpernapara y AeTeil B Bo3pacte ot 2 1o 12 ner
AQHAJIOTMYHBI TAKOBBIM y B3pOCHbIX. Y AeTel HaOmoganack 6oyee BhICOKas YaCTOTa MOBBIIICHUS
AKTUBHOCTH MEYCHOUHBIX ()epMEHTOB. B X0J1€ MOCTPErUCTPalMOHHBIX UCCIICIOBAHHUIA BBHISBICHO
pa3BUTHE TAHKpeaTHTa y JeTell Ha (hOHEe Tepanmuy BOPHKOHA30JIOM, a Takke Oojiee vacroe
BO3HHMKHOBEHHUE KOXKHBIX PEAKIIHIA.

COO6H.ICHI/IC 0 TOAO3PEBACMBIX HEKCIIATCIIbHBIX PCAKIINAX

Baxno COO6I_I_IaTB 0 IOAO3PCBACMBIX HCIKCIIATCIIbHBIX PECAKIHAX ITOCJIC PETUCTpAllUU IIpeIiapaTa C

LENIbI0  O00ECleYeHus: HENPEepbIBHOIO MOHUTOPHHIA COOTHOIIEHUS «IOJNb3a — PHCK»
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JICKapCTBEHHOT'O mpenapara. MeaumHCKuM pa 60THI/IKalu _DG-KE)MCIT(;%@&H:&EB' go 6BIX

MI0JI03PEBACMBIX HEXKEIATENbHBIX PEaKIUsIX JIEKAPCTBEHHOTO Mperapara yepe3 HalMoHaJIbHbIC
CUCTEMBI COOOINEHUS O HEXKEIATeNbHBIX PEAKIUsIX TOCYAapCTB — YJICHOB EBpasmiickoro
SKOHOMMYECKOTO COI03a.

Poccuiickas ®deneparius

OenepanpHas cyx)0a 1Mo Haa30py B cepe 31paBoOXpaHECHHUS

Anpec: 109012, . Mocksa, CnaBsiHCKast T1011ab, 1. 4, cTp. 1

Tenedon: + 7 (800) 550-99-03

DneKTpoHHas mmoura: pharm@roszdravnadzor.gov.ru

CaiiT B nuH(OpMAIIMOHHO-TEJICKOMMYHHUKALIMOHHON ceTH «VIHTepHET» !
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CUMOTOMBI

N3BecTHO O Tpex cilyyasix CIydalHOW Mepero3upoBKU. Bce ynmoMsiHyThIE Cilyyan MPOU30LLIN Y
JETeH, KOTOPhIM BHYTPHUBEHHO ObLIa BBEIEHA 1032 BOPHKOHA30JIa, B MSATh pa3 MPEBHIIIAIONIAS
PEKOMEH/I0BAaHHYIO.

Nmeetcs coobiieHne 0 eTMHUYHOM citydae (oTohodun, IpoIoKUTENbHOCTHIO 10 MUHYT.
Jleuenue

AHTUJOT BOPUKOHA30JIa HEU3BECTEH. B cilyyae nmepeao3upoBKU MOKa3aHa CUMIITOMaTHYECKas U
MOJACPKUBAIOIIIAs TEPAITHSL.

Bopukonazon BBIBOOMTCS B XOIe TreMoauanusa ¢ kiupeHcom 121 wmu/muH, Oeranekca
cynb(hoOyTHIIaT HATPUSI — C KIIMPEHCOM 55 MiI/MUH. B ciiydae mepeno3upoBKU reMoIiann3 MOXKET

CIIOCOOCTBOBATH BHIBE/ICHUIO BOPUKOHA30J1a U OeTajiekca Cylib(poOyTHiaTa HaTpUsl U3 OpraHu3Ma.

5. ®APMAKOJOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHamMH4YeCKHe CBOMCTBA

®dapmakoTepaneBTHYEeCKasi TpyIa: MTPOTUBOIPUOKOBBIE CpEICTBA CHUCTEMHOTO JCHCTBUS,
MIPOU3BO/IHBIE TPHA30Jla U TETPa30Jia.

Kon ATX: JO2ACO3

MexaHu3M neicTeus U hapMakoguHaMmudeckne 3O eKTol

Bopukona3on — mNpoTHBOTPUOKOBBIM Mperapar IIMPOKOTO CHEKTpa JEHCTBUS W3 TPYIIIIHI
TpHa3oioB. MexaHu3M JEWCTBUS BOPHUKOHA30Jla CBA3aH C MHIHOMPOBAaHMEM TI'PUOKOBOTO
utoxpoma P450, 4To sBIsSETCS KITIOYEBBIM ATArioM OMOCHHTE3a 3procrepona. HakoreHue
140-MeTuICTEpOIIa KOPPEIUPYET C MOCTIEAYIOIICH MOTepel 3procTeposia B (pHOKOBBIX KIIETOYHBIX

MeMOpaHaxX, 4YTO OOyCJIaBIMBaeT NPOTHUBOTPUOKOBYIO AaKTMBHOCTh BOpHKOHa3ona. bbuio
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YCTaHOBJICHO, YTO BOPUKOHA30J1 O0Jiee CEIEKTUBEH B OTHODJEMM%EHMEXDOMEP%O

I'pUOKOB, YeM B OTHOIICHUH PA3IUYHBIX (DEPMEHTHBIX cucTeM IuToxpoma P450 MitekonuTaronmx.
[ToNOXXUTENBHOM CBSA3W MEXAY CPEIHUMH, MAaKCUMAJIbHBIMH M MHUHUMAJIbHBIMU 3HAYCHUSIMU
KOHIICHTpAI1 BOPUKOHA30J1a B T1a3Me KPOBU U 3(h(PEeKTUBHOCTHIO Iperapara B TepaneBTUYECKUX
UCCJIEJIOBAHUSAX HE BBISBICHO, M 3Ta B3aUMOCBSI3b B MPOGUIAKTHUECKHX HCCIEIOBAHUSAX HE
U3y4anach.

dapMakoAMHAMHYECKUN 1 (PapMaKOKMHETUYECKUN aHAIHN3 JAHHBIX KIMHUYCCKUX MCCIIEI0BAHUN
BBISIBUJT TOJIOKUTENBHYIO CBSI3b MEXAY KOHIEHTpalueld BOPUKOHA30J7a B IIa3Me KPOBU U
OTKJIOHEHHEM OT HOPMbI OMOXHMHUYECKUX TOKa3arene PyHKINN eUeHH, a TAK)Ke 3pUTEIIbHBIMU
HapyIICHUSIMH.

In vitro BOPUKOHA30J1 001aJaeT MIMPOKUM CIIEKTPOM MPOTHBOIPHUOKOBOTO JIEHCTBHS: aKTUBEH B
otHomennu Candida spp. (Bkmodas mrammbl C. krusei, ycToluuBble K (IyKOHA301ly, U
pesuctenTHble Tammsl C. glabrata n C. albicans), a Takxke NposBIsgeT GYHTUUUAHBIA 3D HEKT B
OTHOIIEHWU BCEX H3YYEHHBIX IITaMMOB Aspergillus spp. W NaTOreHHbIX T'PUOOB, CTaBIIMX
aKTyaJIbHBIMU B TIOCIIEIHEE BpeMms, BKJIrouas Scedosporium spp. wia Fusarium spp., KOTOpble
OTPaHUYEHHO YYBCTBUTEIHHBI K CYIIECTBYIOIINM ITPOTUBOTPUOKOBBIM CPEICTBAM.

Knuanueckast 3¢ ¢peKkTHBHOCTh (C YAaCTUYHBIM WM MOJHBIM OTBETOM) BOPHKOHA30i1a OblIa
NPOJIEMOHCTPUpPOBaHa TpU HMH(EKUUSAX, BBI3BAHHBIX Aspergillus spp., Bxmodas A. flavus, A.
fumigatus, A. terreus, A. niger, A. nidulans, Candida spp., sxnrouas C. albicans, C. glabrata, C.
krusei, C. parapsilosis n C. tropicalis, a Tak)xe B OTHOILIEHUHN OTPaHUYECHHOTO yuciia mrammoB C.
dubliniensis, C. inconspicua, u C. guilliermondii, Scedosporium spp., Bkntodas S. apiospermum,
S. prolificans v Fusarium spp.

Jpyrue rpuOKoBbie WHPEKINH, IPYU KOTOPHIX MPUMEHSIICS BOPHUKOHA30J (MHOTAA C YaCTHYHBIM
WIY TTOJTHBIM OTBETOM), BKJIFOYAJIM B ce0sl OTJeNbHBIC Ciydyan WH(EKIUH, BbI3BaHHBIX Alfernaria
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.,
Bktouast P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis w Trichosporon spp.,
BKJtouas 1. beigelii.

[TpomemMoHCTpUpOBaHAa aKTUBHOCTh BOPUKOHA30J1a i1 Vitro B OTHOIICHWU KIIMHUYECKHX IITaAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. PocT GONBIIMHCTBA IITAMMOB IMOJABIISJICS MPU KOHIIEHTPALMAX BOPUKOHA30ja OT
0,05 MKI/MII 10 2 MKI/MIL

BrisBrieHa Takke akTUBHOCTh BOPHKOHA30Ja in vitro B oTHomeHuu Curvularia spp. u Sporothrix

Spp., OTHAKO KIIMHUYCCKOC 3HAYCHUC JJAHHOT'O 3(b(beKTa HCEHU3BCCTHO.
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5.2. ®dapMakoKMHeTH4YeCKHE CBOMCTBA

DapMaKOKMHETHYECKUE  MapaMeTpbl  BOPHUKOHA30Ja  XApaKTEPU3YIOTCS  3HAYUTEIIbHOU
MEKHH/IMBH Ty aJIbHOU BaprabeIbHOCTHIO.

[Tpu moBbIIeHNN 03Bl HAOIIONAETCS HEMPOMOPIMOHANbHOE (00Jee BBIPAXKEHHOE) YBEIMUCHUE
AUC.. YBennuenue nepopaiibHoil 10361 ¢ 200 Mr 2 pa3za B cytku g0 300 mr 2 paza B CyTKH
npuBoaut kK yBenuueHuto AUC, B cpeanem B 2,5 pasa. BozaelicTBue BoprKoHa30j1a MpHu MpuemMe
BHYTpPb nojaepkuBaroniet 10361 200 mr (uim 100 mr 1t manieHToB ¢ Maccoit Tena meHee 40 kr)
COOTBETCTBYET BO3/ICHCTBUIO BOPHUKOHA30JIa TPU MPUMEHEHUH BHYTPUBEHHO B J103¢ 3 MI/KT. [Ipu
npueMe BHYTpb nojaepxkuBaromeit 10361 300 mr (vau 150 Mr 1151 TaIueHTOB ¢ Maccoi Tela MeHee
40 Kr) BO3/I€HICTBUE COOTBETCTBYET BO3ACHCTBHIO BOPUKOHA301a IIPY BHYTPUBEHHOM ITPUMEHEHNUN
B 103€ 4 MI/KT.

[Ipy BHYTpMBEHHOM BBEICHMM WM MPUEME BHYTPh HACHIIIAIOUIMX J03 BOPUKOHA30J1a
paBHOBECHAs! KOHLEHTpAIUs IOCTUTAeTCsl B TeUeHHe nepBoiX 24 4. Eciu npenapar HazHayaroT 2
pasa B CyTKHU B CpEeIHUX (HO HE B HACHIIIAIOIINX ) 103aX, TO MPOUCXOAUT KyMYJIALIMS BOPUKOHA301a,
a paBHOBECHBIC KOHIICHTPAIIUH JIOCTUTAIOTCS K 6-My JHIO Y OOJBIIMHCTBA MAIICHTOB.
AbcopOrus

BopukoHa3on ObICTpO M MPAKTUUYECKH MOTHOCTHIO BCACHIBAETCA MOcie MpueMa BHYTPb: Cmax
nocturaercs yepe3 1 — 2 4 mocie npuema. brogocTynHocTs BOpUKOHA30JIa TP TIPUEME BHYTPb
cocrasisieT 96 %. [Ipu MOBTOPHOM TIpHEME C TUIICH ¢ OONBIIUM COAEpIKAHUEM KUPOB Crax U
AUC:; camxkarores Ha 34 % u 24 %, cooTBeTCTBEHHO. BeacblBaHne BOPUKOHA30J1a HE 3aBUCUT OT
pH xenynouHoro coka.

Pacnopenenenne

Cpennuii 00beM pacrpesielieHnsi BOPHKOHA30JIa B PABHOBECHOM COCTOSHHH COCTABIISIET OKOJIO
4,6 /KT, 4TO yKa3blBaeT HAa aKTUBHOE pacIpelle]IeHHe BOPHKOHA305a B TKaHW. CBS3bIBaHHE C
OenkaMu TUTa3Mbl KPOBH cocTaBisieT 58 %.

Bopukonazon mnponmkaer depe3 remarodHIedanudeckuit 6apeep (I'9b) m ompenensiercs B
CIIMHHOMO3TOBOH KUOKOCTH.

BI/IOTDaHCd)ODMaI_[I/ISI

CoracHO JaHHBIM HCCIEOBAHUN in Vitro BOPUKOHA30J METabOIM3MpyeTcs MoJ JeHcTBUEM
nzopepmentoB CYP2C19, CYP2C9, CYP3A4. BaxHyro poias B MeTabOIM3ME BOPHUKOHA30JIA
urpaet nzopepment CYP2C19, nposBisomuil BIpa)K€HHBIM FeHEeTUYeCKU moauMophusM, B
CBSI3M C YeM MOHWXCHHBIM MeTab0IM3M BOPUKOHA30J1a BO3MOXKeH y 15 — 20 % mpencraButeneit
a3MaTCKOro MPOUCXOKIEHUS Uy 3 — 5 % mnpencraBuTenel €BpONEOUIHOM M HErpOMIHOM pac.
YcTaHOBJIEHO, YTO Y MallMEHTOB C MOHUKEHHbIM MeTabon3MoM AUC: BOpUKOHA301a B CPETHEM

B4 pas3a BbIIIC, YHEM Y TOMO3UT'OTHBIX IMAIIMEHTOB C BBICOKUM MeTa00au3MOM. Y TE€TCPO3UTOTHBIX
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[MAIMEHTOB ¢ BBICOKUM MeTabonuimoM AUC; ODI/IKOHaQ)J'Ia -”ét;e

TOMO3HUTOTHBIX.
OCHOBHBIM METa0OJIMTOM BOpPUKOHA30Ja SIBIsETCS N-OKCH, A0S KOTOPOTO COCTABISET OKOJIO
72 % oT 0011ero KoaruecTBa HUPKYIUPYIOMIKX B IJIa3Me KPOBU METAaOOIUTOB C PaliOaKTUBHOM
METKOU. DTOT MeTaboNUT 00J1a1aeT MUHUMAaIIbHOM POTUBOTPUOKOBOM aKTUBHOCTHIO 1 HE BHOCUT
BKJIaJ] B KJIMHHYECKHA 2()(HEeKT BOPUKOHA30IA.

DIMMUHALINS

BopukoHa3zon BBIBOAWTCS B BHJE METaOONUTOB Mmocjie OuoTpaHchopManuu B TEUEHH; B
HEU3MEHEHHOM BUJIE MIOYKAMHU BBIBOTUTCS MeHee 2 % OT BBEACHHOM J103bI Ipenapara.

[Tocme MHOTOKpaTHOTO NpHeMa BOPUKOHA30Ja BHYTPh WJIM BHYTPHUBEHHOTO BBEACHHUS B MOYE
obHapyxuBaeTcsi okojio 83 % u 80 % 103bl mpemapara, COOTBETCTBEHHO. boibinas ydacTh
(> 94 %) oO11eii 10351 BHIBOAUTCS B T€UEHHUE MEPBBIX 96 U 1ociie mpremMa BHYTPb U BHYTPUBEHHOTO
BBE/ICHUSI.

[Tepuon momyseiBenenus (T12) BOprKOHA30I1a 3aBUCHUT OT O3Bl M COCTABIISIET IPUMEPHO 6 U MpH
npueme mpenapara BHYTph B go03e 200 mr. B cBs3M ¢ HeTMHEWHOCTHIO (DapMaKOKHMHETHUKU
BennurHa T2 HE MO3BOJISIET MPEICKa3aTh KyMYJISIIIMIO UITU BBIBEIEHUE BOPUKOHA30IA.

JInHEeNHOCTD (HEIMHEWHOCTD)

dapMaKOKMHETHKA BOPUKOHA30J1a SIBJISIETCS] HETMHEMHOM 3a CUeT HACBIIIEHUS €ro MeTadoIn3Ma.
PapMakOKMHETHKA B 0COOBIX Ipynmnax

Llon

[Tpr MHOTOKpaTHOM IpUeMe BOPUKOHA301a BHYTPb Cmax 1 AUC: y 310pOBBIX MOJIOABIX KCHIIUH
obutr Ha 83 % 1 113 % COOTBETCTBEHHO BBIIIE, YEM Yy 3I0POBBIX MOJOABIX MYy>K4HH (18 — 45 ner).
3Ha4uMBbIX pa3NIuIUi Cmax 1 AUC: y 310pOBBIX MOKUIIBIX MYKUUH U 3J0POBBIX OXKUIIBIX )KEHIIIUH
(= 65 net) HeT. PaBHOBECHAsI KOHILIEHTPALIUS BOPUKOHA30J1a B IIa3Me KPOBH Y XKEHIIMH Oblila Ha
100 % u 91 % BbIIe, yeM y My>KUHMH IOCIIE pHeMa IpernapaTa B BUJIe TaONETOK WIN CYCIEeH3HH,
COOTBETCTBEHHO. Heo0X0MMMOCTH B KOPPEKIIMHU 1036l BOPHKOHA30J1a B 3aBUCHMOCTH OT TI0JIa HET.
KoHnieHTpanmu B miiazMe KpoBH Y MY>KYHH U JKEHIIUH CXOJHBI.

Toueunas nedocmamounocmo

Cesa3biBaHME C OelKkaMH IUIa3Mbl CXOAHO Y MAIMEHTOB C pa3jIMYHON CTENEeHbIO IMOYEYHOH
HEIOCTATOYHOCTH. Y MAIIMEHTOB CO CPEIHEH MIIH TSHKETION CTETICHBIO HapYIICHUs (DYHKIIMU MTOYEK
(KOHIIEHTpalusi KpeaTWHHHAa B CBHIBOPOTKE > 220 MKMOJb/I uiau 2,5 Mr/an) HaOmomaercs
KyMYJISILIMST BCIOMOTATeIbHOTO BellecTBa — OeTazekca cyib(poOyTuiara HaTpus, BXOASALIETO B

cocTaB JIMOGMIN3aTa Ul IPUTOTOBICHUS pacTBOpa st HHQY3uUil.
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Ileyenounasn nedocmamouynocmes

Hapymenue ¢yHKIMM nedeHN He BIMSET Ha CBSI3bIBAHHUE BOPUKOHA30J1a ¢ OEJIKaMH IIa3Mbl KPOBU.
Caenennii 0 (papMakOKWHETHKE BOPUKOHA30JIa Y MAIMEHTOB C TSDKEIIBIM LUPPO30M Teyenu (kace C
no kinaccudukaiuu Yaina-I11s10) Her.
Jluya nosxcunozo so3pacma
[Ipn MHOTOKpaTHOM HpHEME BOpPHKOHa30J1a B BUJE Ta0neTok BHYTPh Cmax 1 AUC: y 310pOBBIX
HNOXXWIBIX MYK4UH (= 65 ner) Ha 61 % u 86 % COOTBETCTBEHHO BBIIIE, YEM Y 310POBBIX MOJIOIBIX
MyxunH (18 — 45 ner). 3HaunMbIx pa3mnIuid Cmax 1 AUC: y 370pOBBIX IOXKUIIBIX KESHITHH (> 65 11eT)
1 3I0pPOBBIX MOJIOIBIX yKeHIWH (18 — 45 ner) Het.
[Ipo¢unp 6e30macHOCTH BOPUKOHA30J7a y MOJIOABIX M IMOXKHIIBIX IallMEHTOB HE OTIMYACTCH.
Heo0xonumMocTn KOppeKIuy 10361 BOPHKOHA30J1a B 3aBUCIMOCTH OT BO3pacTa HET.

eTu
VY nereil ormewaercss Oosblias BHYTPUMHAMBUAyaJIbHAs BapuaOelbHOCTb, YEM Yy B3POCIHbIX.
CpaBHeHHE JETCKOM U B3pOCIION MOMYIAIUH MoKa3aio, uyto npeanonaraemas AUC, y aereit mocie
BBE/ICHUS HACBIIIAIOIIEH O3Bl 9 MI/KT ObUIa CpaBHMMA C TAaKOBOW Y B3POCIBIX TOCIIE BBEICHUS
Hachllaromnei n1o3el 6 Mr/kr. Ilpennonaraemast oOmasi KOHIEHTpALUA y JA€Tel Mocie BBEICHUS
HOJJIeP>KUBAIOIEH 1036l 4 MI/KT U 8 MI/KTI [1Ba pa3a B CYTKM Obljla TaK)Ke CpaBHUMa C TAKOBOH Yy
B3pOCIBIX IOCIIE BBEICHHS IMOICPKUBAIONICH 03bI 3 MI/KI M 4 MI/KT JBa pa3a B CYTKH.
KoHnieHTparyst BOpMKOHAa30J1a MPH BHYTPUBEHHOM BBEJICHHUH B 103€ § MI/KT B JIBa pa3a BhIIIE, YeM
IpH [IpHeMe BHYTPb B 703€ 9 MI/Kr. BruogocTynHoCTh BOpUKOHA30J1a MIPH IPHUEME BHYTPb Y JIeTei
MOXET OTPaHUYMBATHCSI HAPYLICHHEM BCACBIBAaHUS U JOCTATOUYHO HM3KOM Maccoil Teiaa B 3TOM
BO3PACTE U B ITOM CITydae MOXKET OBITh TIOKa3aHO BHYTPUBEHHOE BBE/ICHHE.
[TomyueHHbIE JaHHBIE CBHICTENBCTBYIOT O 0OJIee BHICOKOH IMMMUHAIIMN BOPUKOHA30JIA Y IETeH TIO
CPaBHEHUIO CO B3POCIIBIMH B CBSI3H C OOJIBIIMM COOTHOIIEHHEM MACChl IEYEHH U MacChl Tela.
Y OoNbIIMHCTBA MOAPOCTKOB KOHIIEHTPAIMs BOPUKOHA30J1a B IIa3Me KPOBH COOTBETCTBYET ITOMY
TIOKa3aTeNo y B3pOCIBIX MAIEHTOB. TeM He MeHee, OTMEYalTCh MEHBIITHE 3HAYCHHUS KOHIICHTPAITUH
BOPHKOHA30J1a B TIJIa3Me KPOBH Yy HEKOTOPBIX MOAPOCTKOB C HU3KOM MAcCOil Teja Mo CPaBHEHHUIO C
B3pOCIBIMM W ObUIM OMMKEe K 3HAYEHHSAM TOrO >Ke Mokasarenss y jereil. OCHOBbIBasCh Ha
HOMYJISILMOHHOM (PapMaKOKMHETHYECKOM aHaliu3e, MOAPOCTKU B Bo3pacte oT 12 no 14 ner ¢
Maccoil Tena MeHee 50 Kr JOJKHBI [0Iy4YaTh 103y BOPUKOHA30J1a, PEKOMEH0OBAHHYO JUIs TIpUEMa

y JETEN.

6. ®APMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BcOMOrare/ibHbBIX BelllECTB

beranekca cynbdoOytunar Hatpus (Cyab()oOyTHUIoBBIA d(huUp OETAITMKIONEKCTPUHA HATPHS )
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6.2. HecoBmecTHMOCTH

Bopukonazon nHecoBmectuM ¢ 4,2 % pacTBOpOM HATpusi THAPOKapOOHATA, MOITOMY €ro He
PEKOMEHyeTCsl HCIOJb30BaThb B KauecTBe pacTBoputeni. COBMECTUMOCTh C APYyTUMHU
KOHIICHTpAIMsIMH HAaTpUsl THAPOKapOOHATa HEM3BECTHA.

[Ipenapar BoprkoHa3051 HENb3s1 BBOAUTH OJJHOBPEMEHHO € IpenapaTaMu KpOBU UM pacTBOPaMU
AIIEKTPOJIUTOB BBICOKOW KOHIIGHTPALWHU, HaKe €CIU sl MHQY3UH HCHONB3YIOTCS OTACIbHBIC
KaTeTephl.

Undysuto npenapara BoprukoHa3on He cieqyeT NpOBOAUTH Yepe3 OMH KaTeTep WU KaHIOIIO C
JpYTMMH JIEKApCTBEHHBIMM CPEICTBAMU, BKJIOUas Ipemaparbl A HapeHTEpaJbHOIO MUTaHUs
(Amuno(y3un 10 % Ilmroc). OxHako mpenapar MOXKET BBOJHUTHCS OJHOBPEMEHHO C TOJHBIM
NapEHTEPAIbHBIM IIUTAaHUEM M C PACTBOPAMHM IEKTPOJIUTOB HEBBICOKOW KOHIIEHTpALMM 4Yepe3
OTJEJIBHBIE KaTeTEPHI WM OTAEIIBHBIN BXOJ MHOIOKaHAJIBHOTO KareTepa.

JlaHHbIN JIeKapCTBEHHBIN IpenapaT He CcleAyeT CMENIMBaTh C JPYTMMHU JIEKAPCTBEHHBIMU
IpenaparaMmi, 3a UCKIIOYEHUEM YIIOMSIHYTHIX B paszeie 6.6.

6.3. Cpok rogHoctu (CpOK XpaHeHUs1)

HeBckpoIThI (uiakoH

3 roxga.

ITpuroToBIEHHLINA pPaCTBOP

Ilocne 6occmanogenenus

BoccranoBneHHbIN pacTBOp (KOHLIEHTPAT) MOXKHO XpaHUTh He Oojiee 24 4 rpu Temieparype ot 2
10 8 °C B TOM city4ae, €Cii OH ObUT IPUTOTOBJIEH B KOHTPOJIUPYEMBIX aCENITUYECKUX YCIOBHUSX.
Ilocne pasbasnenus

['oToBsIi kK MpuMeHeHHIO pacTBop (0,5 — 5 MI/MiT) MOXKHO XpaHHUTh He OoJiee 3 4 Ipu Temneparype
He Boie 30 °C.

6.4. Oco0ble Mepbl NPETOCTOPOKHOCTH NPU XPAHEHUH

XpanuTs 1pu Temrneparype He Boinie 25 °C.

VYcnoBus XpaHEHHsl MOCJE BOCCTAHOBJIEHUS M pa30aBieHMs JEKapCTBEHHOrO Ipenapara CM. B
paznene 6.3.

6.5. Xapakrep M coaep;kaHHe NEPBUYHON YIIAKOBKH

[To 200 Mr BopuKOHa307a BO (PakOHbI M3 OecUBETHOro crekja | ruapoauTHYecKoro Kiacca,
TEePMETUYHO YKYNOpPEHHble NPOOKaMU pPE3MHOBBIMH Ha OCHOBE OyTHJIKaydyKa WM
OpoMOyTHIIKayUyKa, 00XKaTble aIFOMUHHEBBIMH KOJIMAYKaMU WM KOJIMAYKaMH aJTIOMUHUEBBIMHU

KOMOMHHUPOBaHHBIMHU.
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MY OTUETY

CaMOKJIEAILYOCS STUKETKY.

I[To 1 ¢makoHy BMecTe C TMCTKOM-BKJIA IBIIIEM OMEINAIOT B MAYKy U3 KaPTOHA.
I[To 5 (akoHOB MOMEMIAIOT B  KOHTYPHYIO  SYEMKOBYI0 YNAKOBKY U3  IUIEHKU
MIOJIMBUHUIIXJIOPUIHOM.

[To 1, 2 KOHTYpHBIE YEHKOBBIE YIIAKOBKH BMECTE C JIMCTKOM-BKJIA/IbIILIEM [TOMELIAIOT B AYKy U3
KapTOHA.

YnakoBKa I CTaIlMOHAPOB

ITo 10 KOHTYpPHBIX SIUEHKOBBIX YIIAKOBOK C (NIAKOHAMH BMECTE C JIMCTKOM-BKJIA/IbIIIIEM IOMELAIOT
B KOpOOKY U3 KapTOHa.

Ha kxopoOKy HakjeWBalOT 3TUKETKY M3 OyMmMaru STHKETOYHOM WM THCYEH, WM ITUKETKY
CaMOKJIESIIY OCS.

He Bce pa3mepsl YIIakOBOK MOT'YT OBbITh JOCTYITHBI JAJISl pealn3aluu.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH TPU  YHUYTOXKEHHH  HMCIOJb30BAHHOIO

JIEKAPCTBEHHOI'0 nmpemnapara HJIHN 0TX010B, MOJYYECHHBIX mocJjie NMPUMECHECHUSA

JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MaHUuIMyJIsiHMU ¢ penapaTomM

HWHCTpYKIMS 110 OPUTOTOBICHUIO PACTBOPA JIJIS PIHd)V3HI>i

[Ipenapar BopukoHa3on BeITyckaeTcss BO (IakoHAaX Il OJHOKPATHOTO IPUMEHCHHS.
Conepxumoe (h1akoHa BOCCTaHABIMBAIOT, PACTBOPSSA B 19 M BOZIBI /Il MHBEKIMNA, U TIOTYYatOT
20 MJI IPO3pauyHOrO KOHLIEHTpATa, COAEpXKAILEro BOPMKOHa301 B KoHIeHTpauuu 10 mr/mi. Ecin
pacTBOpUTENb HE IMOCTyMaeT BO (IAKOH MMOJ ACWCTBUEM BaKyyma, TO (JIaKOH HCIOJIb30BaTh
Henb3s. [lepen npuMeneHneM HeoOXoIMMBbIM 00beM KoHIIeHTpaTa (cM. Tabauily 5) npubaBisioT K
PEKOMEHIYyEMOMY COBMECTUMOMY pacTBOpY JUIsi MH(QY3uu (CM. HUKE) U TOIY4yaroT pacTBOp,
cozieprKalluii BOPUKOHA30J1 B KOHLIEHTpauusax ot 0,5 Mr/mi 10 5 mMr/mit.

Tabnuma 5. Heo6xonumblie 00beMbl KOHIIEHTpaTa npenapara Bopukonasoin 10 mr/mi

O06weMmbl kOHIIEHTpaTa npenaparta Bopukonason (10 mr/mi), HeoOxoaumbie
JUTSL IPUTOTOBIICHUSI:
Macca Tena
JHo3a 3 mr/kr | Jlo3za 4 mr/kr | Jlo3a 6 mr/kr | Jlo3a 8 mr/kr | Jlo3a 9 mr/kr

(1) (ducno (aucio (aucno (aucio (ducno
(1akoHOB) (h1akoHOB) (hmakoHOB) (h1akoHOB) ¢1akoHOB)
10 - 4,0 mi (1) - 8,0 mi (1) 9,0 mi (1)
15 - 6,0 M (1) - 12,0 mi (1) 13,5 mm (1)
20 - 8,0 mi (1) - 16,0 mi (1) 18,0 mut (1)
25 - 10,0 mi (1) - 20,0 mm (1) 22,5 M1 (2)
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30 0.0 (1) | 1201 (1) |_18.0Mi(h) Foa0mro) T 27081 (2)
35 10,5 mi (1) 14,0 mi (1) 21,0 M (2) 28,0 mi1 (2) 31,5 M1 (2)
40 12,0 mit (1) 16,0 mut (1) 24,0 mi (2) 32,0 Mt (2) 36,0 mu (2)
45 13,5 M (1) 18,0 mi (1) 27,0 M1 (2) 36,0 mx (2) 40,5 M1 (3)
50 15,0 mi (1) 20,0 mi (1) 30,0 M1 (2) 40,0 ma (2) 45,0 M1 (3)
55 16,5 mi (1) 22,0 M (2) 33,0 M (2) 44,0 ma (3) 49,5 ma (3)
60 18,0 mi (1) 24,0 M (2) 36,0 M (2) 48,0 M (3) 54,0 M (3)
65 19,5 mi (1) 26,0 M (2) 39,0 M (2) 52,0 mx (3) 58,5 M (3)
70 21,0 M1 (2) 28,0 M (2) 42,0 ma (3) - -
75 22,5 M1 (2) 30,0 mx (2) 45,0 M1 (3) - -
80 24,0 mn (2) 32,0 M (2) 48,0 M1 (3) - -
85 25,5 M (2) 34,0 mit (2) 51,0 ma (3) - -
90 27,0 mn (2) 36,0 mit (2) 54,0 mx (3) - -
95 28,5 M (2) 38,0 M1 (2) 57,0 M (3) - -
100 30,0 mit (2) 40,0 M (2) 60,0 mu (3) - -

[Ipemapar Bopukonazon nuodumuzar A TPUTOTOBIEHHUS KOHIEHTpaTa AJis MPUTOTOBICHUS
pactBopa st uH(QY3U TpeaCcTaBisieT cOO00M CTepwIbHBIA JHO(pUIN3aT Oe3 KOHCEpPBAHTA,
NpeAHa3HaYEeHHBIA JUIsI OJHOKpATHOro mpuMeHeHus. C MUKPOOHOIOTHYECKOW TOYKH 3pPEHHS,
mpemnapar cieyeT BBOAUTh HEMEATIECHHO.

[TonmyueHHBIf pacTBOp AOKEH OBITh MPO3PAUYHOM WM OMANECHUPYIOUIEH KHUAKOCTHIO OT
OECIIBETHOI'O /10 CBETIIO-XKEJITOTO [[BETA.

KoHueHTpaT MOXHO Janee pa3BOAUTh CIECAYIOIUMHI pacTBOPaAMHU:

e 0,9 % pacTBOp HATpUs XJIOpUIA JIJIsl BHYTPUBEHHOTO BBEICHHUS;

e pactBop Punrepa nakrara A BHyTPUBEHHOTO BBE/ICHUS;

e 5 9% pacTBOp IeKCTpO3bl U pacTBOp PuHrepa yakrara i BHyTPUBEHHOTO BBEJICHUS;

e 5 % pactBop aekcTpossl u 0,45 % pacTBOp HAaTpus XJIOPHUAA JIJIsi BHYTPUBEHHOTO BBEICHUS,

e 5 % pacTBOp IEKCTPO3bI AJI1 BHYTPUBEHHOI'O BBEICHUS;

e 5 9% pactBop nekctpossl u 0,15 % pacTBop Kanus xjmopuaa ajs BHyTPUBEHHOTO BBEJICHHUS;

e 0,45 % pactBOp HaTpHs XJIOPHUAA )11 BHYTPUBEHHOI'O BBEACHHUS;

e 5 % pactBop aekctpossl u 0,9 % pacTBOp HaTpus XJI0pUAA JI1 BHYTPUBEHHOI'O BBEICHHUS.
Becb ocTaBmmiics JieKkapCTBEHHBINM Ipenapar U OTXObI CIeyeT YHUYTOXKUTh B COOTBETCTBUU C

YCTaHOBJICHHBIMH HAIUOHAJIbHBIM 3aKOHOAATCIILCTBOM TpeGOBaHI/IHMI/I.
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7. JEPKATEJb PETUCTPALIMOHHOIO YIO(TOBEPE IS ' EHYCTE 0002)

Poccuiickas ®enepanus

000 «AnsTpo»

107078, r. MockBa, yi. HoBopsizanckas, 1. 18, ctp. 21, stax 1, mom. 14A.
Tenedon: +7 (909) 906-28-04

OnexrponHas nouta: r.farmakonadzor@yandex.ru

7.1. llpeacraBuTe/b AepaKaTE/Is] PperHCTPALMOHHOIO YI0CTOBEPEHUs

[Iperen3zun HOTDG6HT€J'I€I>1 HarpasJIATH 110 aAPCCY:

Poccuiickas ®@eneparius

000 «AnsTpo»

107078, r. Mockaa, yn. HoBopsizanckas, a. 18, ctp. 21, atax 1, mom. 14A.
Tenedon: +7 (909) 906-28-04

OnexTponHas noura: r.farmakonadzor@yandex.ru

8. HOMEP PETHCTPALIMOHHOT O YAOCTOBEPEHUSA

9. JIATA IEPBUYHOM PETUCTPAIIMN (IIOATBEPXKJIEHHNS PETUCTPAIINN,
INNEPEPETUCTPALIUN)

JlaTa nepBoW perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA
OOmast ~ xapakTepucTHKa JIEKapCTBEHHOro  Mpemapara BopukoHazonm — JoCTynmHa  Ha

nH(OPMaIIMOHHOM Tmopraje EBpa3uiickoro SKOHOMHYECKOTO cOl03a B HH(OPMalMOHHO-

KOMMYHHKaIMoHHoOU cetu «uTepHeT» http://eec.eaeunion.org/.
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