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1. HAUMEHOBAHMUME JJEKAPCTBEHHOI' O ITPEITAPATA
Bopukonazon-AMEJIAPT, 200 wmr, muodwmimszar mis NOPUTOTOBICHUS KOHIIEHTpaTa JJis

IIPUTOTOBJICHUS pacTBOpa AJisi HHPY3UIL.

2. KAYECTBEHHBINA U KOJTUWYECTBEHHbBINA COCTAB

JIeliCTBYIOIIUM BEIIECTBOM SIBIISICTCSI BOPUKOHA30JI.

Kaxnprit dhnakon conepxut 200 Mmr BopukoHasoJa.

1 M1 koHLIEeHTpaTa coaepkUT 10 MI BOpUKOHA30J1a.

BcmomorarenbHbIE BEIIECTBA, HATMYHE KOTOPBIX HAI0 YYUTHIBATH B COCTABE JIEKAPCTBCHHOIO
npenapara: HaTpui (cM. pazzaen 4.4).

ITomubIit MNEPCUCHb BCIIOMOT'aTCIIbHBIX BCHICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
JInodunuzar Ay TpUroTOBICHHS KOHLIEHTPATa Ui IPUTOTOBIECHUS pacTBOpa A HHDY3UH.
JInodunuzupoBaHHbII MOPOILIOK UITU CyXasl IOPUCTasi Macca B BUE TaOJIETKU OT ON0ro A0 MO4TH

OeJIoro 1BeTa.

4. KJIMHUYECKHUE JAHHBIE
4.1. IToxka3aHusi K NPUMEHEHUIO

Bopukonazon-AMEJIAPT nokazan B3pocCibIM U JETSIM B BO3pacTe OT 2 JIET U CTaplIe.

. WHBa3uBHBIN aciepruiuies;

. Kannunemus y nanneHToB 6€3 HEUTPONIEHUN;

. Tspxenble MHBa3UBHBIC KaHAU103HbIe nHpeKnu (Bkiaodas C. krusei);

o Kannunos nuieBona;

o Tsoxenbie rpuOKoBbie HH(EKIINH, BeI3BaHHBIe Scedosporium spp. u Fusarium spp;

o Jlpyrue TsOKeNble WHBAa3WBHBIC TPUOKOBBIC WH(EKIMA TPH HENEPEHOCUMOCTH WA

pedpaKkTEpHOCTH K IPYTHM JIEKAPCTBEHHBIM CPEICTBAM;

. [IpodunakTuka «IPOPHIBHBIX» T'PUOKOBBIX HH(EKIMH y MalUeHTOB CO CHIKEHHOMN
GyHKIIME UMMYHHOM CHCTEMBbI, JIMXOPAJAKOW W HEWUTpONEHHEH, M3 TPYINI BBICOKOTO pUCKA
(peuMIUeHTHl TPaHCIJIAHTAI[MH [eMOMOITHYECKUX CTBOJOBBIX KJIETOK, MAllUEHTHI C PEIIUIUBOM

JeiKo3a);
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. [IpodunakTrka WHBa3WBHBIX TPUOKOBBI

crtapuie 12 neT) Tpynmbl BBICOKOTO pHCKA, TaKUX KaK PELMUIHUEHTHl TPaHCIUIAHTALUU

TEMOITIO3THYCCKHX CTBOJIOBBIX KJICTOK.

4.2.  Pe:kuM J03UPOBAHMS M CIIOCO0 MPUMEHEHUSI

PexxuM 1o3upoBaHus

[lepen nHavanom Tepanuu HEOOXOIUMO OTKOPPEKTHPOBATH TAKUE JJIEKTPOJIUTHBIC HAPYIIEHUS,
KaK TUIIOKAIMEMHSI, THTIOMArHUEMHSI U TUITOKANIbIeMust (cM. paszaedn 4.8).

B3pocavie nayuenmor

Hasnauenne mnpenapara Bopukonazon-AMEJ/IAPT cienyer HauyMHAaTh C BHYTPUBEHHOT'O
BBEJICHUS B PEKOMEHAYEMOW HACHINAIONMEH J03€, YTOObl YyXe B MEPBBIA J€Hb JOOUTHCS
aJIeKBaTHOM KOHILEHTPALMHU B IIa3ME KPOBHU.

BHyTpuBEeHHOE BBEIEHHE CleNyeT MPOAOJKATh KAK MUHMMYM 7 IHEH, IOCJIE Yero BO3MOXKEH
Nepexo/l Ha MepopaIbHbINA MpUEM IpenapaTa, Ipu YCIOBHH, YTO MAI[UEHT CIIOCOOEH MPUHUMATD
JIEKapCTBEHHBIE CPEACTBA JIJIs IIPUeMa BHYTPh. Y YUTHIBAs BHICOKYIO OMOJIOCTYITHOCTh Mpenapara
Opu MpueMe BHYTPh, AocTurammyr 96% (cM. pasgen 5.2), mpu HadWMuuu KIMHUYECKHX
MOKa3aHUH MOXHO NEPEXOJUTh C BHYTPUBEHHOIO Ha NEPOpaIbHOE NIPUMEHEHHUE npenapara 0e3
KOPPEKLHHU JO3BI.

B Ttabnune npuseneHa nmoapoOHas mHopManus MO J03MPOBAaHUIO NpenapaTa Bopukonazosn-

AME/JIAPT:

PEIMITUEHTHI TPAHCIUTAHTAIINN
TeMOTIOATHYECKIX CTBOJOBBIX KJIIETOK
/ IpopUIaKTHKA «IPOPHIBHBIX)»
IrpUOKOBBIX UHPEKUIUN Y
JUXOPAASIINX NallUEHTOB

Kaxaple 12 0

Kaxaple 12 0

Buytps
BHYTpHBEHHO ITaruenTsl ¢ ITanuenTsl ¢
Maccoy Tena Maccoy Tena
40 xr u 6onee meHee 40 Kr
Hacpimaromas 103a — Bce MOKa3aHUs 6 Mr/kr He He
(nepBbie 24 u) Kaxple 124 | peKOMEHIyeTcsl | pEeKOMEHAYETCs
[TogneprxuBarornias 103a (1Mocie nepBoIx 24 )
ITpodunakTruka HHBA3UBHBIX
IpUOKOBBIX MH(EKIMHA y TAIlHEeHTOB
(B3pocibIX u aeteit crapuie 12 jer)
IpyNIbl BEICOKOTO PUCKA, TAKUX KaK 34 ar/kr 200 ar 100 Mr

Kaxaele 12 y

WHBa3uBHBIN acriepruiies /
uH(EKIUK, BhI3BaHHBIE Scedosporium
spp. u Fusarium spp. / apyrue

4 mr/kr
Kaxaple 12 41

200 mr
Kaxaple 12 1

100 mr
Kakaple 12 4
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TSDKCIIbIC WHBAa3UBHBIC TPUOKOBBIC (MOCAEACBATENGH

nHpeKIH

Kanaunemus y nanuenToB 6e3 3-4 Mr/xr 200 mr 100 mr

MPOSIBJICHUN HEUTPOIICHUH Kaxxkaele 12 g Kaxnaeie 12 Kaxxaele 12 g

Kagmnnos nmumeBona He 200 mr 100 mr
YCTaHOBJICHO Kaxnaeie 12 a Kaxaele 12 g

110060p 00361 01151 BHYMPUBEHHO20 88e0eHUs

[Tpu HEmocTaTouHOM 3 (HEKTUBHOCTH JICUSHUS MTOIIEPIKUBATOIIAs 03a Ipernapara BopukoHaso-
AMEJIAPT niist BHyTpUBEHHOTO BBEICHUS MOKET OBITh YBEIHMYEeHA 10 4 MI/KT Kaxabie 12 4. Eciu
MAIMEHT He IEPEHOCHT IpernapaT B BBICOKOH J103€, €€ CHUKAIOT 10 3 MI/KT Kaxk/pie 12 4.
JTMTeIhHOCTD JICUEHUSI JOJDKHA OBITh KaK MOXKHO KOpPOYe B 3aBHCHMOCTH OT KIMHHUYECKOTO
addekTa U pe3yabTaTOB MHUKOJIOTUYECKOTO MCCIeA0BaHus. JIIMTENBHOCTD JICUCHUS HE JO0DKHA
npesbiath 180 gHEH.

Ilpogpunaxmuxa y e3pocuvix u demetu

[Ipodunaktuyeckoe MpuMEHEHHE Mpernapara cleAyeT HAauuHaTh B JEHb TPAHCIUIAHTAUU U
MO>HO mpogoskaTh 10 100 queit. [Ipoanute npodunaktuxy no 180 nHei mocie TpaHCIIaHTaluN
MO>KHO TOJIBKO B CJIy4ae MPOJO0HKCHHUS UMMYHOCYIIPECCUBHON TE€panuu WiIN pa3BUTHS PEAKIIUN
«rpaHcmianTaT npoTuB xo3simHa» (TI1X). bezonacHocTs U 3G (HEeKTUBHOCTH BOPUKOHA30IA MIPU
npuMeHeHun Oosnee 180 aHeW B KIMHUYECKUX HCCIENOBAHUSX HAUISKAINIMM 00pa3oM He
W3Yy4aJIHCh.

Pexxum po3upoBaHus ¢ 1ENb0 TPO(PHIAKTUKA TaKOM Ke, KaK W C IeJbI0 JICYCHHS B
COOTBETCTBYIOIIMX BO3PACTHBIX TpyMmax.

Oco0bIe I'pynnbl HJaMCHTOB

Tayuenmoi noscunozo 6o3pacma

Koppekuuu 10361 y NOKUIIBIX JIFOJIEH HE TpeOyeTcs..

Tayuenmoi ¢ HapyweHuem QyHKyuy novex

VY mamnueHToB CO CpeqHEel WM TSHKENIOW CTENEHBI0 MOYEeYHOW HEAOCTATOYHOCTHIO (KIUPEHC
kpeaTuHUHA < 50 MJI/MUH) HaOII0JaeTCsl KyMYJIALMS BCIIOMOTaTeIbHOTO KOMIIOHEHTA Mpernapara
Oetanekca cynbdoOyrmiara HaTpus. Takum mamuentaMm mnpenapat Bopuxonazon-AMEJIAPT
clelyeT Ha3Ha4aTh BHYTPh 3a MCKIIIOUEHHEM TeX CIydaeB, KOIJIa MpejrojiaraeMas IoJjb3a
BHYTPUBEHHOTO BBEJICHUS TMPEBBINIACT MOTCHIUAIBHBIA pPUCK. B TOMOOHBIX CHUTyalMsx
HEOOXOUMO PErylspHO KOHTPOJIMPOBAaTh KOHIIEHTpAIMIO KpEeaTWHWHA M B CIy4dae ero
TIOBBIIIICHUS CIIEAYET OOCYUTH BO3MOXKHOCTD ITEpPex0/1a Ha IpUeM BOPUKOHA30J1a BHYTPb.
Bopukona3on BBIBOAUTCA B XOA€ TeMojauanu3a ¢ kiaupeHcoMm 121 mu/mMuH. 4-4acoBoil ceaHc

reMouajii3a HC IMPUBOAUT K YAAJICHUIO 3HAYUTEIBLHON YaCTH 103bI BOPHUKOHA30JI1a U HC Tpe6yeT
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55 mu/mMuH.
THayuenmoi ¢ HapywieHuem QYHKyuu neveHu
[Tpu ocTpoM NOBpEXKACHUN NIEUESHHU, TPOSBISIOIEMCS MOBBIIIEHUEM aKTUBHOCTH «II€YEHOYHBIX)
TpaHcaMuHa3: anmaHuHamuHOTpaHchepasslr (AJIT) m acmapratamunorpancdepassr (ACT),
KOPPEKIHS 1036l He TpeOyeTcs, HO PeKOMEHIyeTCs IMPOI0JDKATH KOHTPOJIb MOKa3aTenet QyHKIuu
MIEYCHHU.
[TarueHTaM ¢ JIETKUMU WM CPEAHETSHKEIBIMU HApyIIEHUSIMU (QYHKIMM NeueHu (knaccel A u B
no kiaccuduxanuu Yainn-Ilelo) ciaemyer Ha3HayaTh CTAaHJAPTHYIO HACBHIAIOLIYIO J03Y
npenapara Bopukonazon-AMEJIAPT, a noanep:kuBaroiyro 103y CHUXKATh B 2 pasa. [laruentam
C TSDKEJIOW CTeneHbro HapymeHus Gynkuun nedenn (kinace C o kiraccupukanmu Yainn-I1st0)
npenapar Bopukonazon-AMEJIAPT cneagyer HasHayaTh TOJNBKO B TEX Cilyyasx, Korjaa
OXKHJaemasi TMOoJb3a MPEBBIINIAET BO3MOXKHBIN PUCK, M TOJ MOCTOSHHBIM KOHTPOJIEM C IENbI0
BBISIBJICHUS NPU3HAKOB TOKCUYECKOTO JEHCTBUS Mpernapara.

eTH
Pexum no3upoBaHus BOPUKOHA30a Y eTei (B Bo3pacte oT 2 A0 12 51eT) ¥ moJIpOCTKOB B BO3pacTe

ot 12 no 14 xet u maccoii Tena menee 50 Kr:

BryTtpuseHHO Buytps
Hacpiaromas ngo3a 9 mr/kr kaxsaple 12 4 He pexomennyercs
(mepBble 24 4)
Ioanep:xxuBaromas 103a 8 MI/Kr 2 pa3a B CyTKU 9 MI/KT ABa pa3a B CyTKH
(mocJie mepBbIX 24 4) (MakcumanbHas no3a 350 mMr
JIBa pa3a B CYTKH)

Tepanuio pekoMeHAyeTcsl HauMHATh C BHYTPUBEHHOI'O BBEACHHUS Ipenapara, a BO3MOKHOCTh
nepopajibHOro npuema mnpemnapara Bopukonazon-AMEJIAPT cnexyer paccMaTpuBarh TOJBKO
1ocjie KIMHUYECKOro YIy4YIIEHUS W BO3MOXKHOCTH TallMEHTa IPUHUMATH I1EpOpaJIbHbIE
JIEKapCTBEHHBIE CPEACTBA.

CrnenyeT npuHUMaTh BO BHUMaHUE, YTO BO3/I€HCTBUE IIperapara py BHYTPUBEHHOM BBEJICHUU B
n03€ 8 MI/KI MPUOIU3UTENBHO B JBa pa3a BbIIlle, YEM ITPH MPUMEHEHUH BHYTPb B J103€ 9 MI/KT.
[TpuMeHeHne BOpUKOHA30J1a y IeTel B Bo3pacte oT 2 10 12 et ¢ HapyIIeHUussMHU (QyHKIIMU TIeYeHU
WJIM [I0YEK HE N3Y4aJIoCh.

VY nonpoctkoB (B Bozpacte oT 12 1o 14 net ¢ maccoii tena 50 xr wium 6oee; ot 15 1o 18 ner BHe
3aBHCHMOCTH OT Macchl Tejla) BOPUKOHA30J1 JO3UPYETCS TaK ke, KaK JJIsi B3pPOCIIbIX.

Koppexyus 00361

[Ipy HeanekBaTHOM KIMHUYECKOM OTBETE MAIMEHTA, /1032 MOXKET OBbITh YBEJIMYEHA C IIaroM

1 mr/kr (umu 50 Mr B ciydae, eciu U3HAYaJIbHO MPUMEHSUTH MaKCUMAJIbHYIO TIEPOPaTbHYIO 103y
4
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350 mr). B ciiyqae, ecniu peOEHOK HE TIEPEHOCHT neqeﬁnél,_lfw'(:r}r(ll%‘%h' § Hpgﬂm B 0Ha30na Cc

nrarom 1 mr/mo (uimu 50 Mr B ciydae, €Clii U3HAYaIbHO MPUMEHSIIA MAKCHMAITLHYIO TIEPOPATBbHYIO
103y 350 mr).

Cnoco0 rIpuMeHeHus

I/IHCTPYKI_[I/II/I II0 IPHUI'OTOBJICHHUIO JICKAPCTBECHHOI'O IIpf€rapara IEpea IMPUMCHCHHEM CM. B

pasznene 6.6.
4.3. IlporuBOmOKAa3aHMS
o ['urepuyBCTBUTEILHOCTS K BOPHKOHA30IIY MM JIOOOMY M3 BCIIOMOTaTEIbHBIX BEIIECTB,

MepEUYUCIICHHBIX B pazjene 6.1.

. [IpoTuBonokazano  oaHOBpeMeHHOe mnpuMeHeHue  Bopuxonazon-AMEJAPT wu
CIIEYIOMIKX MpenapatoB (cM. pasnen 4.5):

— cybcrparbl uzopepmenta CYP3A4 — tepdenamun, actemMus3on, LUU3ANpHUA, MUMO3UT WIH
XUHUJUH;

— CUPOJIUMYC;

— JIypa3uJioH;

— TOJIBANTaH;

— pudamrunmH, kKapdaMas3enuH 1 JTMTEIBHO JICUCTBYIONIHE OapOuTypaTsl (heHobapOuTan);

— pudalytus;

—a(aBupens B 1o3ax 400 Mr u BbIIIE OJMH pa3 B CYTKH (C BOPUKOHA30JI0M B CTaHJAPTHBIX J10323X);
— pUTOHABUP B BBICOKHX A03ax (400 Mr u BBIIIE BA pa3a B CYTKH);

—  QIKAJIOWUIBI CIOPBIHBM (IPrOTaMHUH, ITUTHAPOIPTOTAMHUH), SIBISIONIHECS CYOCTpaTamu
nzopepmenta CYP3A4;

— 3Bep000il MpoabIpsIBIeHHBIN (MHAYKTOP UTOXpoMa Psso u P-rimkonporenna).

4.4. QOco0ble ykazaHus U Mepbl MPeJI0CTOPOKHOCTH NPHU NPUMEHEHUH

C 0CTOPOKHOCTBIO

[ToBbIIeHHAst YyBCTBUTEILHOCTH K IPYTHM TpenapaTam — IPOU3BOTHBIM a30JI0B.

Tspkenmass cTeNeHb HEIOCTATOYHOCTH (DYHKIMM T€YCHH, TsDKENas CTeNeHb HeIO0CTaTOYHOCTH
(GYHKLINHU TOYEK.

BopukoHna3on cienyer HpUMEHSTh C OCTOPOXXHOCTBIO y MAIMEHTOB C MPOAPUTMUYECKUMU
COCTOSIHUSIMU: BPOXKJIEHHOE WIIM TTpHOOpeTeHHoe yBenndyeHne uarepBana QT, kapaunomuonarus,
B OCOOCHHOCTM C CEpAEYHOW HEJIOCTATOYHOCTHIO, CHHYCOBas Opaaukapius, HaJINdue
CHUMIITOMAaTUYECKON apUTMHM, OJHOBPEMEHHBII MpPUEM NpenapaToB, BHI3BIBAIOLINX YAJIHMHEHUE

untepBasia QT (cm. pasznen 4.4).
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AMEJIAPT y nmauuMeHTOB C 3JIEKTPOJIMTHBIMM HapyLIEHUSMHU, TaKUMHM KakK: TMIIOKaJIUEMMUS,
TUIIOMarHMeMus U TMIOKAJIbIIUEMUSL.

Oco0ble yKkazaHus

B3stue wmarepuana ans moceBa M IpYrMX J1aOOpaTOPHBIX HMCCIENOBaHWM (ceposorus,
THCTOIATOJIOTHS) C LIENbIO BBIICICHUS U UACHTH()UKAIUN BO3OYIUTENCH CleAyeT MPOU3BOAUTh
J10 HayaJia JIeUYeHusl.

JleueHre MOXXHO HayaTh JI0 MOJIyYEHHs PEe3yJIbTaTOB JaOOpaTOpHBIX HccieaoBaHui. OgHaKo
[0CJ€ TOJNYYEHHUS OSTHUX pe3yJbTaTOB HEOOXOAMMO CKOPPEKTHPOBATH IPOTUBOIPUOKOBYIO
Teparnuio.

K Bupmam, nHambornee wacto BbI3BIBAIONMM HHGpEKIWH y denoBeka, oTHocsatcs C. albicans,
C. parapsilosis, C. tropicalis, C. glabrata n C. Krusei, mpu 3ToM i BCEX HUX MHHHUMAJbHAs
nojasisomas konuenrpauus (MIIK) Bopukonaszona o0bIMHO cocTaBiseT MeHee 1 MI/mil.
Opnako In VItro akTUBHOCTh BOpPUKOHA30Jla MPOTHB TpuOOB pa3ubix BuaoB Candida He
onuHakoBa. B wactHoctn, MIIK BopukoHa301a JUIsl YCTOWYHMBBIX K (IYKOHA30JIy H30JIATOB
C. glabrata mnponopiuonansHo Bbime, uyem MIIK 18 W30/14TOB, YyBCTBHTENBHBIX K
¢nykonaszony. B cBszu ¢ atum, rpubku pona Candida criemyer Bo BCex BO3SMOXHBIX CIydasix
UJACHTU(PUIMPOBATE 10 ypOBHS BuAa. [Ipr BO3MOXHOCTH ONpEAEICHUS YYyBCTBHTEIBHOCTH
rpuboB K MPOTUBOTPHOKOBBIM IpenaparaMm noiydeHHble 3HaueHus MIIK crnenyer
UHTEPIPETHUPOBATH C UCIIOIB30BAaHUEM MOPOTOBBIX KPUTEPHUEB.

Bbienensl  KJIMHUYECKHE — HITaMMbl  MUKPOOPTaHHM3MOB,  OOJIafalolde  TMOHM)KEHHOMN
YYBCTBUTEJIBHOCTHIO K BOpUKOHa30iy. OpHAaKo MNOBBIIIEHHbIE MHUHUMAaJbHbIE IOAABIIAIONINE
koHueHTpauuu (MIIK) He Bcerga mo3BONISIIOT NpEACKa3aTh KIMHUYECKYH0 HEI(P(EKTUBHOCTH:
U3BECTHBI CJIy4ad, KOIJa BOPHUKOHA30J ObLI 3(PQEKTHUBEH y MALUEHTOB, HWHQUIMPOBAHHBIX
MHUKPOOpPraHU3MaMH, YCTOMUMBBIMH K JpyruM aszoiaM. OIEHUTb KOPPENSALHUI0 MEXITY
AKTHMBHOCTBIO BOPHMKOHA30Jla B YCJOBHUSX IN VIO ¥ KIMHUYECKUMH PE3yJbTaTaMU JICUCHHS
TPYAHO, YYUTHIBASI CJIOKHOCTH MallMEHTOB, KOTOPBHIX BKIIIOYAIH B KIIMHUYECKHE HCCIIETOBaHUS.
[TorpanuyHble KOHIEHTpALMM BOPUKOHA30Ja, MO3BOJSIONINE OIICHWBAaTh UYBCTBHTEIBHOCTh K
3TOMY NpenapaTy, He YCTaHOBJICHBI.

HexxenaTenpHbIe IBISHUS CO CTOPOHEI CEPASCYHO-COCYIMCTON CHCTEMEI

[IpuMmeHeHre BOPUKOHA301a CBI3aHO ¢ yAJIuHeHHeM uHTepBana QT Ha 3JeKTpoKapAHOorpaMMe,
YTO COMPOBOXKIAETCS PEAKUMU CITy4asiMU MEPIIaHUS/TPETIeTaHUS KETYA0UKOB Y THKET000TBHBIX
MAlMEHTOB C MHOXXECTBEHHBIMH (pakTOpaMu pHCKa, TaKUMH KaK KapJHOTOKCHYEeCKas
XUMHUOTEPANHUS, KapAHOMUOIIATHS, TUIOKATUEMHUS U COMYTCTBYIONIAs TePaIusi, KOTOPhIE MOTJIH

CII0COOCTBOBATH PAa3BUTHUIO JAHHOT'O OCJIOKHCHMU.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 14.06.2024 N= 11842

BopukoHa3on cieayeT ¢ OCTOPOXKHOCTBIO anMeHEQIL:“:-lErEiE e"ﬁ];ggl I:'EB: I'C-IJ:IE,ZL‘S"I(IIIIII[II/IMI/I

MOTEHIUATHHO TPOAPUTMUYECKUMHU COCTOSTHUSIMHU:
* BPOXKJICHHOE WJIM MPUOOpeTeHHOe yayinHeHue uarepBaia QT;

* KapAMOMHOMIATHS, 0OCOOEHHO B COUYETAHHH C CEPJICYHOI HEJOCTATOYHOCTHIO;

* CHHYCOBast OparKapIvsi;

* CYIIECTBYIOIINE APUTMHUH C KIMHUICCKIMHU MPOSIBIICHUSIMU;

* OJTHOBPEMEHHOE NPUMEHEHHUE JICKAPCTBEHHBIX MPEnapaToB, yUIHHSIOMUX uHTepBan QT (cMm.
paszzaen 4.5).

DJIEKTPOIUTHBIC HAPYIICHHS, HAIIPUMED, TUTIOKATHEMHUI0, TATIOMAarHUEMHIO U TUTTOKAITBIIEMHUIO,
pu HEOOXOJUMOCTH, CIEAYeT KOHTPOIMPOBATh W YCTPAHATH J0 HAadala U BO BpEeMs Tepariu
BOPUKOHA30JI0M.

[Tpu mccnenoBaHUM Ha 370POBBIX TOOPOBOJIBIAX BIHMSHHUS BOpPHKOHA30sia Ha uHTepBal QT Ha
OKTI" npu npuMeHEeHHH OTHOKPATHBIX 03, MPEBBIIIAIIINX 00BIYHYIO JHEBHYIO 103y HE Oolee,
4yeM B 4 pasa, ObIIO YCTAaHOBJICHO, YTO HU Y OJTHOTO U3 UCIIBITYEMBIX HE HAOJIF01aI0Ch TOBBIICHUS
untepBaiga QT nHa 60 miam Oosiee MCEK OT HOpMBI. Takke HH y OJHOTO U3 HUCIIBITYeMBIX HE
HaOJIF01aJI0Ch TIPEBBIICHHUS HHTEPBAJIA BBIIIC KIIMHUYECKU 3HAUUMOTro ropora B 500 Mcek.

I'enaToTOKCUYHOCTh

YacTtoTa KIMHWYECKH 3HAYUMOTO TIOBBINICHUS AKTHBHOCTH <«IICYCHOYHBIX)» TPAHCAMHHA3 Y
MalMeHTOB, TOJIYYAOIIMX BOPUKOHA30J, cocrtaBisier 13,4 %. B OonbmuHCTBE CitydaeB
nokasareny (YHKIIUU MMeYSHH HOPMAJIU3YIOTCS KaK MPHU MPOIOJDKEHUH JeueHus: 0e3 u3MEeHeHus
036l WJIM TIOCNIE €€ KOPPeKIHMH, TaK M IOocie MpeKpamieHus Tepanuu. llpu mpumeHeHuun
BOPHUKOHA30J1a HEYaCcTO HAOJII0IaINCh CIIy4an TsHKEJIOM remaToTOKCUYHOCTH (3KeNTyXa, FenaTUT U
NIEYEHOYHO-KJIETOYHAs] HEIOCTATOYHOCTb, MPUBOAIIAS K CMEPTH) y MAIlUeHTOB C CEPhE3HBIMU
OCHOBHBIMH 3200JI€BaHHUSIMH.

HexxenaTenbHble SBIIEHUST CO CTOPOHBI MEUYEHU HAONIOAAIOTCS, B OCHOBHOM, y TAI[MEHTOB C
Cephe3HBIMU 3a00JICBAHUSMH, TIIABHBIM 00pa3oM, 3JI0KaYeCTBEHHBIMH OITyXOJSIMH KpPOBH. Y
MAlUEeHTOB 0e3 Kakux-I1nbo (hakTOpoB prcka HAOIIOAAIOTCS MPEXOASIINE PEAKIIMU CO CTOPOHBI
MEYCeHU, BKJIIOYAsl TeMaTUT U KenTyxy. HapymieHus QyHKIMM TeueHH OOBIYHO OOpaTUMBI U
MPOXOJIAT TOCIE MPEKPAIICHUS JICUSHHUSI.

Monumopune ¢pynkyuu nevenu

Bo Bpems yedeHHs BOPHMKOHA30JI0M PEKOMEHIYETCS MOCTOSHHO KOHTPOJIMPOBATH (QYHKITUIO
MeYeHu y JeTel u B3pocibiX. KimHWYeckoe BeJeHHE TaKMX MAIMEHTOB JOJKHO BKIIOYATh
1ab0paTOPHYIO OIEHKY (PYHKIIUU MeYeHH (B 4aCTHOCTH, onpenenenue aktuBHocTH ACT u AJIT)
B HayaJjie JIYeHUs] BOPUKOHA30JI0M M HE PEXEe OJTHOTO pa3a B HEJIEII0 B TEUEHHE NIEPBOrO Mecsla

TCpaIrinu. B ciydya€ IMpOAODKCHHA JICUCHUA IIPU OTCYTCTBUH H3MEHEHHH CO CTOPOHBIL
7
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OBITH YMEHbIIIEHA 7O OAHOTO pa3a B Mecdll. [Ipu BbIpaXkK€HHOM IMOBBIIIEHUHA OMOXUMHYECKUX
nokasarenei (pyHKIUHM TEYEHH BOPUKOHA30J CIIEAYeT OTMEHHUTH, €CIU TOJBKO COOTHOLICHHE
MOJIb3bl U PUCKA TEpalHuH COTJIACHO MEIUIIMHCKOW OIEHKE HE OIpaBJAbIBACT €€ JalibHeuliee
PUMEHEHHUE.

3DI/ITGJ'IBHBIG HapYIHICHUA

[Ipu neueHum BOpHKOHA30J0M IpuMepHO y 21 % mnanueHToB HaONIOAAETCs HapyllEHUE
3pPUTEIBHOTO BOCHPHATHS: 3aTyYMaHUBAHUE 3pPEHUs, HW3MEHEHUE LIBETOBOIO 3PEHUS WIIU
dorodobus. Hapymienust 3peHUs SBIAIOTCS MPEXOASIIMMU U TOJHOCTBIO OOpaTUMBIMU; B
OOJIBIIMHCTBE CIy4yaeB OHU CAMOIPOM3BOJIBHO HMcue3aloT B TeueHue 60 muH. Ilpu moBTOpHOM
NPUMEHEHHH BOPHKOHA30JIa OTMEYAaeTCs OCHa0IeHue WX BBIPAKEHHOCTH. 3pHUTEIbHBIC
HapYIICHUS OOBIYHO JIETKO BBIPAXKEHBI, PEIKO TPEOYIOT MPEKPAIECHUS JICUSHUS U HE TIPUBOJSAT K
KaKUM-JTHOO OT/IaJICHHBIM IOCJIEICTBUSIM.

MexaHn3M pa3BUTUS 3pUTEIBHBIX HApPYLIICHUN HEU3BECTEH. Y CTAHOBJIIEHO, YTO BOPUKOHA30]
CHIYKAET aMIUIUTYy BOJH Ha 3ekTpoperunorpamme (OPIY) y 3mopoBbeix 1006poBosibIleB. JanHbIe
n3meHenuss JPI" He HapacTanu npu NpoAOCHKEHUH JICYEHHS B TeUeHHe 29 NHEW U MOITHOCTHIO
MCY€E3aJIu 110CJIe OTMEHBI BOPUKOHA30J1a.

JnutenbHas Tepanus BOPUKOHA30JIOM (B cpeaHeM B TeueHue 169 nHel) y MalMeHTOB C
MapaKkoKIMINONI030M HE OKa3blBaja KIMHUYECKH 3HAYMMOro »3¢¢eKkra Ha 3pUTEIbHYIO
(GYHKLUIO, YTO MOJATBEPIMJIM PE3YylbTaThl TECTOB Ha OCTPOTY 3PEHHUs, 3PUTEIbHBIX IOJIEH,
LIBETOBOCIIPUATHS U KOHTPACTHOMN YyBCTBUTEIBHOCTH.

[To naHHBIM MOCTMAPKETUHIOBBIX MCCIIEIOBAaHUI COOOIIAETCs O Pa3BUTUHN CITy4aeB 3PUTEIbHBIX
HapyILICHUH, COXPAHSIOMIUXCS NPOAOKUTEIBHOE BpEMsl, B YaCTHOCTH, BO3HUKHOBEHUE
«TIEJIEHBD» NIEPE] IIa3aMH, HEBPUT 3pUTEIILHOTO HEPBA M OTEK IMCKA 3pUTENBHOro HepBa. Ciienyer
OTMETHTb, YTO JaHHbIE HApyLIEHHUs Pa3BUBAIOTCS Yallle BCEro y TAXKeI0OOJbHBIX MALUECHTOB
W/WIM  TONy4arolMX CONYTCTBYIOIIYIO TEpaluioo, KOTOpass MOKET BbI3bIBaTh IM0J00HbBIE
He)KeJlaTeJIbHbIE SIBJICHUS.

HexenatenbHbIe SBICHUS CO CTOPOHBI MOYEK

VY TsxkenoOOoNbHBIX MAIlMEHTOB, IOJIYYAIOMIUX BOPUKOHA30J, OTMEYAJHCh CIydyaul pPa3BUTHA
OCTpO TOYEYHON HEJOCTaTOYHOCTHU, YTO, BEPOSTHO, ObLIO CBSI3aHO C Teparueil OCHOBHOIO HIIU
COITYTCTBYIOIIKX 3a00JIeBaHN HEPPOTOKCUYHBIMU JIEKAPCTBEHHBIMH CPEICTBAMHU.

Monumopune ¢ynxyuu novex

[TatenToB cienyer HaOMIOAATh C LIEIbIO BBISBICHUS MPU3HAKOB HApYIIEHUS (YHKLIUHU MOYEK.
st 3TOro HEOOXOAMMO MPOBOJUTH JIAOOPATOPHBIE MCCIIENOBAHUS, B YaCTHOCTH, OMPENENAThH

KOHIICHTPALIMIO KPEaTHHHHA B CHIBOPOTKE KPOBH (CM. paszzen 4.2).
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MOHUTOPUHT (VHKIIMH HODKETYIOUHON JKEIe3bl

B3pocneie u getu, umeronme (GakTOphl PUCKA Pa3BUTHS OCTPOro MaHKpeaTHTa (HEHABHAA
XUMHOTEpanusi, TPAHCIUIAHTALUSl TIE€MOIIO3TUYECKUX CTBOJIOBBIX KJIETOK) JIOJIKHBI IPOUTH
oOciiezioBaHue (ONpeieIeHne aKTUBHOCTH aMUJIa3bl U JIMNA3bl B CBIBOPOTKE KPOBU) [Vl PELICHUS
BOIIPOCA O TepAMK BOPUKOHA30JIOM.

HexenatenbHbIC ABICHUS CO CTOPOHBI KOXKH.

ITpu Tepanuu BOPUKOHA30JIOM 4acTO PAa3BUBAIOTCS KOJKHBIE PEAKLIUH, B OCHOBHOM, y MAlIUEHTOB
C CEepbe3HbIMH OCHOBHBIMH 3a00J€BaHMUAMH, OJHOBPEMEHHO NPUHUMAIOLIMX JIpyrue
JIEKapCTBEHHbIE CpeACTBA. B OOJBIIMHCTBE CiIy4aeB OTMeEYanach JIETKO WJIH YMEPEHHO
BBIpa)KEHHAs KOXKHAS CHIIIb.

Bo Bpems sedeHuss BOPUKOHA30J0M Yy TAMEHTOB HAOMIOJAUCh CIy4aW  TSKENbBIX
HE)KEJIaTeNIbHBIX KOXKHBIX pEakLUui, Takux Kak cuHapoMm CrtuBeHca-/[)KOHCOHA, TOKCHYECKHM
SNUAEPMaIbHBIL HEKpOIM3, JIEKAPCTBEHHAs peakuus ¢ 2303uHO(GUIMEH M CHUCTEMHBIMU
cumnromamu (DRESS), xoTopbie MOTYT OBITh KH3HEYTPOKAOIIUMHU WIH CMEPTEIBHBIMH (CM.
paszaen 4.8).

Ecnn y mauueHTa pa3BUBAIOTCS TSXKENble HEXeNlaTelbHbIe KOXKHbBIE PEaKIMM, TO BOPUKOHA30I
cilelyeT OTMEHUTb.

Tak xak BO BpeMs T€palliyl BOPUKOHA30JIOM BO3MOXHO Pa3BHTHE (OTOCEHCHOMIN3ALUHU, TO BO
BpeMsl JIEUeHMs TMalKdeHTaM (B TOM YHUCIE€ U JAETIM) PEKOMEHJyeTcs u30erarb BO3JEHCTBUS
OPSMBIX COJIHEUHBIX JIyd4edl W NMPUHHUMATh 3aIllUTHBIE MEpbI, TaKME KaK HOLIECHHE OAEKAbl U
NPUMEHEHHE COJIHLE3AIIUTHBIX CPEICTB €  BBICOKMM  KOX(QQHUIMEHTOM 3aIlUThl  OT
yabTpaduoneroBoro uznyuenus (SPF).

HexenatenpHbIC ABICHUS CO CTOPOHBI HAAITOYCYHUKOB.

VY nanueHTOB, MOJIYYaloLUX ApPYrue a3oibl (HalpuMep, KETOKOHA30JI), HaOMI0JaIuCh Clydau
HEJ0CTaTOYHOCTH KOPbI HAIITOYEYHUKOB.

OOpatumble ciayyad HaANOYEYHUKOBOM HEJOCTaTOUYHOCTH OBbUIM  3aperuCTPUpPOBAHBl Y
MAFEHTOB, NOJYYarOIIUX BOPUKOHA30IL.

[TanMeHTHl, MOJNyYaOIIME [UIMTENBHOE JICYEHHE BOPUKOHA30JIOM U KOPTUKOCTEPOUIAMU
(BKJIIOYAs] MHTAISAIMOHHBIE KOPTUKOCTEPOUIbI, Hampumep, OyIecOHUA), MOJDKHBI OBITh MOJ
THIATENFHBIM HAOJIO/IEHUEM Ha MpeIMeT HapylleHus (QYHKIUU KOpbl HAAMOYEUHUKOB KaK BO
BpeMsI JICUCHHUS, TaK U MOCIIe TPEKpaIleHIs TPUMEHEHUs BOpUKOHa30ia (cM. pa3zaen 4.5).

JIIuTenbHOE JIEUEHUE

YV manueHToB ¢ KOKHBIMHU pCakuusaMun (I)OTO‘-IYBCTBI/ITCJIBHOCTI/I 1 JOIIOJIHUTCIbHBIMUA (I)aKTopaMI/I
puUcka COO6H_[aeTC5I O PAa3BUTHUH IIJIOCKOKJIETOYHOI'O pakKa KOXH W MCJIAaHOMBI Ha (1)0He

MPOJOKUTENbHON Tepanuu. [Ipy BO3HHMKHOBEHMH Y ManueHTa (OTOTOKCHYECKUX peaklUuil OH
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(o B HOC T O003)
JIOJDKEH OBITh MPOKOHCYJBTUPOBAH COOTBET( TBVIOI_HI/IHI/T 'C?I%EPI&E'I/IC%HW 'H-I;.I'I'p'aBJIéH K

J€pPMaToJIOTy.

Cnenyer paccMOTpeTh BO3MOXKHOCTb OTMEHBI BOpUKOHazousa. Ilpu mponospkeHuu Tepanuu
BOPUKOHA30JI0M, HECMOTPsl Ha BO3HUKHOBEHHE (POTOTOKCHYECKUX MOPAKEHUM KOXKH, MAI[MEHT
JIOJDKEH PEryJIsipHO MPOXOAMTH AEPMATOIOTHUYECKOe 00CIIEI0BaHUE C 11E€IbI0 PAHHETO BBISBICHUS
U JIEUYEHUS IIPEIPaKoBbIX 3a00aeBaHui KOkU. Ecny y naryenTa pa3BuBarOTCs IOPaXKEHUs KOXKH,
CBSA3aHHbIE C TPEIPAKOBBIMU 3a00JIEBAHUSMU KOXH, IUIOCKOKJIETOYHBIM PaKOM KOXH WIN
MEJIAHOMOM, TO CJIENYET PAaCCMOTPETH BOIIPOC O NMPEKPALLEHUHN TEPAIIUU BOPUKOHA30JIOM.

HenHdeKIIMOHHBIN IEPUOCTUT

HmeroTcs cooOmmeHust 0 ciiydasiX pa3BUTHS NMEPUOCTUTA Yy MAIMEHTOB IOCIE TPAHCIUIAHTAIHH,
NOJIyJarOUUX JUINTEIBHYI0 TEpalui0 BOPHUKOHA30JIOM. Tepamuio BOPUKOHA30JIOM CIEAYET
OTMEHUTH B CIIy4ae, €CIi y NallMeHTa uMeeTcs 00JIb B KOCTSAX U HAa pEHTTeHOIpaMMe OTMEYaI0TCs
WU3MEHEHUs, XapaKTEPHbIE JIJIs IEPUOCTHUTA.

eTH
OddexTuBHOCTh B 0€30IaCHOCTh MPUMEHEHHUS BOPUKOHA30J1a Y JCTeH B BO3pacTe J0 2 JIeT He
U3y4aauchk. BopukoHa30 nokasaH AJis IPUMEHEHMs] Yy JETEW B BO3pacTe OT 2 JIET U CcTaplle IIpU
IOCTOSIHHOM KOHTpoJie (YHKLUMHU IedeHu. Y Jnered HaOmojanack Oojiee BBICOKAas 4acToTa
MOBBINICHUS] AKTUBHOCTH TEYEHOYHBIX (EPMEHTOB IO CpPaBHEHHIO CO  B3POCIBIMH.
bruopocTynHocTh BOpUKOHA30j1a IPU MpUEMe BHYTpPb Yy JIeTel B Bo3pacte OT 2 10 12 jeT MoxkeT
OBITh CHWKEHA 3a CUeT HapyIlEeHHUs BCAaChIBAaHMSI MJIM 3a CUET IMOHM)KEHHOU Macchl Tena. B takux
CiIy4asx IOKa3aHO BHYTPUBEHHOE BBEECHUE BOPUKOHA30I1a.
Yactora (HOTOTOKCHMYECKUX peakiuil y AeTeil Boiie. B cBs3u ¢ TeM, 4TO (POTOTOKCUUYECKHE
MOpaXEeHMsI MOTYT IepepoK1aThes B Ii1ockokierounyto kapuuHomy (I1KK), y nereii Heobxonumo
OPUMEHATh CTPOTME MEphl IO 3allIUTe KOXKU OT YibTpaduoseToBoro usiaydenus. Jlersm c
IpU3HaKaMu (POTOCTapEHUs KOXKH, HAIPUMED, JICHTUTO UM BECHYIIKH, PEKOMEH1yeTcsl u30eraThb
COJIHIIA M 00CNIeI0BAThCA y IEPMATOJIOTA JaXKe MOCIIE IPEKPALICHHS] JICUEHHUS.

HapkoTnyeckue aHaabI€TUKNA KOPOTKOro aercTeus (cyocrparsl nzodhepmenta CYP3A4)

[Tockonbky mnepuoJ IMONyBBIBEACHUS al(eHTaHWJIAa NpPU €ro OJHOBPEMEHHOM BBEICHUHU C
BOPUKOHA30JI0M YBEITMUMBAETCS B 4 pa3a, HEOOXOUM TIATENbHBIH MOHUTOPUHT HEXelaTeIbHbIX
ABJICHUM, CBSI3aHHBIX C MPUMEHEHHEM HapKOTHYECKHUX aHaJbIe€THKOB, BKJIIOYas Ooiee
POJOKUTEIbHBIA MOHUTOPUHT (DYHKIIUH JIbIXAHUSI.

HapkoTryeckie aHaJIbIreTHKHA JUIUTEILHOTO aeiicTBus (cyocrparsl nzodepmenra CYP3A4)

Crnenyer npeaycMOTPETh BO3MOKHOCTh CHUKEHHUS JJO3bl OKCUKOJIOHA M IPYTUX HAPKOTUYECKUX
AQHAJBTCTHKOB TPOJIOJDKATEILHOTO JCHCTBHUSA, KOTOpPbIE METa0OIM3UPYIOTCS HU30(epMEeHTOM

CYP3A4 (runpokoJoH) IpuU OJHOBPEMEHHOM INPUMEHEHHHM € BOpuKOHa3osoM. Heobxomumo
10
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HapKOTUYECKUX AaHAJIbIETUKOB (CM. pasnen «B3aumoneicTBue C APYrUMHU JIEKapCTBEHHBIMU
CPEICTBAMMU»).

Denurond (MOIIHBIA MHAVKTOP 1mToxpoMa Paso u cyocTpar nzodepmenra CYP2C9)

[Tpu oHOBpEeMEHHOM MPUMEHEHUU (PEHUTOMHA U BOPUKOHA30JIa PEKOMEHIYETCS OCYIIECTBISTh
MOCTOSIHHBIA KOHTPOJIb KOHIeHTpauuu (enutonna. [lo Bo3MOXHOCTH chenyer wu30erarb
OJTHOBPEMEHHOT'0 IPUMEHEHHUSI BOPUKOHA30J1a U (PEHUTOMHA 32 UCKIIIOYEHUEM TEX CIIy4aeB, KOraa
OXKHJTaeMasi 1M0JIb3a MPEBhIIIACT BO3MOKHBIN pHCK (cM. pa3zen 4.5),

:‘)d)aBI/IDeHS (HCHVKHGOBI/IHHHﬁ I/IHFI/I6I/ITOD O6DaTHOﬁ TPaHCKPHUIITA3bl, MHAYKTOP HUTOXPOMA P4501

narubdurop u cyvocrpar nzobepmenta CYP3A4)

B ciydyae omHOBpeMEHHOTO NPUMEHEHHsT BOPUKOHA30J7a M 3(paBUpEH3a J03y BOPHKOHA30JIA
cienyet yBenuuuth 10 400 Mr 2 pas3a B CyTKH, a /1032 3(paBUpeH3a J0JDKHA ObITh CHUXKEHA 110
300 mr kaxabie 24 1 (cm. pasnen 4.5).

Pudabyrun

OpnHOBpeMEHHOE INpPUMEHEHUE BOPHUKOHA30ja M pupadyTMHA NPOTUBOIOKA3aHO, TaK Kak
prdalOyTHH 3HAUYUTEIBbHO CHUKAIOT KOHLEHTPAIMIO BOPUKOHA30J1a B I1a3Me KPOBH.

PuronaBup (MOIIHEINA MHAYKTOP HUTOXpoMa Paso, marnouTop u cyocrpar nsodepmenta CYP3A4)

[TprMeHsITh OJTHOBPEMEHHO BOPUKOHA30JI U PUTOHABUP B HU3KHUX J03ax (100 mr 2 pa3a B cyTKn)
CJIeAlyeT JHILIb B TOM Clydae, €ClIU 0XKHMJaeMas M0Jb3a OT MpUeMa BOPUKOHA30J1a 3HAYMTEIBHO
HPEBBIIIAET PUCK OT UX COBMECTHOTO MpUMEHeHus (cM. pazaensl 4.3 u 4.5),

OBeponumyce (cyocrpar nzodpepmenta CYP3A4 u P-rimmkonporenna)

O}IHOBpCMGHHOG IMPUMEHCHUC BOPUKOHA30JIa MW JBBCPOJIMMYCa HC PCKOMCHAYCTCA, TaK KakK
O0KHNIACTCA, UYTO BOPHUKOHA30JI 3HAYUTCIIBHO IMOBBINIACT KOHIUCHTpAOWIO 3BCPOIMMYyCa B IJIa3ME
KpOBH. Ha ngaHHBINT MOMEHT HE MMEETCS I0CTAaTOYHOH I/IH(l)OpMaI_II/II/I AJI1 peKOMCHAAIIUU 110
KOppCKIUU pCKUMa NO3UPOBAHUS.

JIypasunon (cyocrpar n3zodbepmenta CYP3A4)

OnHOBpeMEHHOE NPUMEHEHUE BOPUKOHA30jJa U JIypa3uaoHa IMPOTUBONOKA3aHO, TAK KaK 3TO
MOKET NIPHUBECTH K 3HAUYMUTEIBHOMY YCWIEHHMIO BO3AECHCTBHS JIypa3uJOHA U BO3MOXKHOCTH
pa3BUTHS CEPbE3HBIX HEXKEJIATENIbHBIX peakiuil (cM. pasnen 4.5).

TonsanTad (cyoctpat n3obhepmenta CYP3A4)

O}IHOBpCMeHHoe HpI/IMeHeHI/Ie BOpHKOHa?:OJ'Ia WU TOJBallTaHa HpOTI/IBOHOKaSaHO, TaK KakK
BOPHUKOHA30J1 MOJKET 3HAYMTEIHHO MOBBINIATH TUTA3MEHHBIE KOHIIEHTpPAIMU TOJBAmTaHa (CM.
pazznen 4.5).

D3onukiaoH (cyocrpar nzodpepmenta CYP3A4)

11
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BOPHKOHA30JI YBCJIMYNBACT IJIA3MCHHBIC KOHIICHTPAlIUU U Ce[[aTHBHBIfI Bq)(l)eKT 930IIMKJIOHA.

Meranon (cyocrpar nzobepmenrta CYP3A4)

[ToBbilIeHHE KOHLEHTPALUK METaJI0Ha B IJIa3Me KPOBU MPUBOJUT K MPOSBICHUIO TOKCHUECKUX
s¢dextoB, Brmouas yanuHeHue wuHTepBana QT. Ilpu oagHOBpeMEHHOM MNPUMEHEHUU
BOPUKOHA30J1a M METaJJ0HA HEOOXO0AMMO BHUMATEIBHO CIEIUTD 32 MPOSBICHUEM HEKEIaTeIbHbBIX
U ToKcndyeckux 3¢dexToB. Ilpu HE0OX0AMMOCTH 1032 METaJ0HAa MOXET OBITh CHM)KEHA (CM.
paszzaen 4.5).

®nykonazon (uarudurop uzodepmentos CYP2C9, CYP2C19 u CYP3A4)

OnHOBpEeMEHHOE TPUMEHEHNE BOPUKOHA30JIa U (PIIyKOHA30J1a BHYTPH Y 3JJ0POBBIX I0OPOBOJIBIICB
MPUBOAUT K 3HAUUTEIHHOMY MOBBIIEHUIO Cmax 1 AUCT BopukoHazona. [logxonsdmuii pexxum
KOPPEKIIMH JI03bI W/MJTM YaCTOTHI TIPUEMa BOPUKOHA30JIa M ()IIYKOHA30JIa HE YCTaHOBJICH. B TomM
cilydae, €CJIM BOPUKOHA30JI MPHUMEHSETCS Tocie (UIyKOHA30Ja, PEKOMEHIYETCsl MPOBOJIUTH
THIATEIHHBIA KOHTPOJIb HEXKEJIATEIbHBIX PEaKIUi, CBI3aHHBIX C TIPUEMOM BOPHUKOHA30J1a.

CopaeprxaHue HaTpus

Kaxnapiii ¢uakon mpemnapara coaepkuT 219,5 Mr Harpusi, 3TO HEOOXOAMMO YYHUTHIBATH MpU
NPUMEHEHUU Tpernapara y MalleHTOB, KOTOpbIe MPHUIEPKUBAIOTCS TUETHl C MOHUKEHHBIM
COJIEp’)KaHUEM HaTpusl.

PeaKIII/II/I, CBA3aHHBIC C BBEACHHUEM

[Tpu BHYTpHBEHHOM BBEJIEHUHM BOPUKOHA30J1a HAOIIOIAI0TCS CBsI3aHHbIE C MH(DY3Uel peakiuu, B
YaCTHOCTH, «IIPUIMBBD» KPOBU K KOKE€ JIMLIa U TOIIHOTA. ECIM 3TH CUMOTOMBI BBIPaXKEHBI, TO

CIIeAyeT 00CYIUTh 1eeCO00Pa3sHOCTh MPeKpalleHus JeueHus (cM. pasaen 4.8).

45. B3aumopeiicTBHe C JPYIrMMH JieKAPCTBEHHbIMH NpenapaTamMM W JApyrue BHbI
B3aMMO/JEHCTBHUA

WMHruburopsl v HHAYKTOPB! H30pepMeHToB 1urToxpoma Paso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BBI3BaTh, COOTBETCTBEHHO, TOBBIIIICHHE WM CHIDKEHHE KOHIICHTPAIlMM BOPHUKOHA30Ja B
TuTa3Me KpOoBH.

BopukoHna3on nHrubupyer akTuBHOCTh H30pepMeHToB nutoxpoma Paso — CYP2CI9, CYP2C9 u
CYP3A4 — wu MOXeT TOBBINIATh IUIA3MEHHBbIE KOHIIEHTPALMM BEIIECTB, KOTOpbIE
METa0OTM3UPYIOTCS C YIacTHEM H30(hepPMEHTOB ITUTOXpoMa Paso.

B3anmoeiicTBre BOpUKOHA30I1a C IPYTUMH JIEKaPCTBEHHBIMHU CPEICTBAMH U PEKOMEHIAINH TIPU

OIHOBPCMCHHOM IMPUMCHCHHUU IMPCACTABJIICHLI B Ta6J'II/II_IC HWXKC:

B3aumopaeiicTBue: u3MeHeHUs! Pexomenaanum npu
JlekapcTBeHHOE CPeICTBO
. (papmMakoKMHETHYECKUX OTHOBPEMEHHOM
(MexaHHM3M B3aUMO/JeHCTBHA) R
napameTpoB (%) NpUMeHEeHUH
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COOTEBETCTEYET .
ot 14.06.2024 N= 118

AcTeMu301, U3AMpPU, TUMO3H]I,
XUHUIHH U TeppeHaTuH
[cybcmpamet uzoghepmenma

I- [ | I_I ~
BzaumoneiictBue He I/IESftIa:JTo'&",J'

JEATENBHOR

OJHaKoO CyHIeCTBYET BBICOKas

BCPOATHOCTb, YTO IMIOBLINICHHBLIC

CYP3A4] KOHIICHTPALUH JIAHHBIX
JICKAPCTBEHHBIX CPEACTB MOTYT IMpoTHBOMOKa3aHO
MPUBECTH K YUTHHEHHIO
uaTepBana QT u B peikux ciydasx
BO3HUKHOBCHHUIO  JKEITyJJOYKOBOM
TaXUKaAPUH [0 THITY «ITAPYIT»
Kapbamazenns u niurensHO B3anMopeiicTBue He H3y4asloch,
JeHCTBYIONTE OapOUTYPATHI OJTHAKO KapOaMazenuH u
(manpumep, dhenodbapouTaI, TUTATEIIEHO JIeHCTBYIOIITIE
MegobapouTan) 0apOuTypaTsl, BEpOSITHO, MOTYT [IpoTHBOMOKA3aHO
[MmowHble undoykmopwi 3HAYHUTEILHO CHIKATh
yumoxpoma Paso) M1a3MeHHbIE KOHIICHTpAIHN
BOPUKOHA30J1a
Odapupen3 (HeHYKICO3UIHBIN
WHTHOUTOpP 00paTHOH
TPaHCKPHIITa3bl)
[unoyxkmop yumoxpoma Paso;
uHeubumop u cyocmpam
usogpepmenma CYP3A4]
OnHOBpEeMEHHOE TPUMCHECHHE Crmax 2aBupensa 1 38 % [Ipumenenue cTaHIApTHBIX
s¢asupensa B go3e 400 mr ogun | AUCt ahaBupensa 1 44 % 103 BOPHKOHA30J1a u

pa3 B CyTKH U BOPUKOHA30JIa B
no3e 200 mr 1Ba pasa B CyTKH *

OnHOBpEMEHHOE  NPHMEHEHHE
300 mr adaBupeHsa oauH pa3 B
CyTKH W BopukoHaszoia 400 mr

IIBa pasa B CyTKH *

Cinax BopuKoOHa307a | 61 %
AUCT Bopukonazona | 77 %

B cpaBuenun ¢ adaBupenzom 600
MT OJIUH pa3 B CyTKH:

Crax 2haBupeHsa <

AUCt »dasupensa T 17 %

B cpaBHeHMHM ¢ BOPHKOHA30JI0M
200 mr nBa pa3za B CyTKH:

Cinax BopuKoHa3omna T 23 %

AUCt Bopukonazona | 7 %

adaBupenza B goze 400 mr

OJJVH pas B CYTKHU

MMPOTHUBOIIOKA3aHO.

OHOBpEMEHHOE
MIPUMEHEHHUE BO3MOXKHO, €CITH
MO JIe P KUBAIOIIAS
BOPHUKOHA30J1a

Jo3a
Oyner
noBeirtena o0 400 mr 1aBsa
paza B CyTKM, a [03a
adaBupensa cHmwkeHa 1o 300

MI OJlUH pa3 B cyTku. llpu

OTMEHE Tepanuu
BOPHKOHA30JI0M, HadalbHas
no3a  3GhaBUpeH3a  J0JDKHA

OBITH BOCCTAHOBIICHA.

AJKamouIbl CHOPBIHBH
(Hampumep, 3proTaMuH U
JUTHAIPO3PTOTAMHIH)
[cybcmpamer uzoghepmenma
CYP3A4]

BzaumoneiicTBue BOpMKOHa301a ¢
JIKaJIOUAaMHU CHOPBIHBU
(3proramuHOM u
TUTAIPOIPTOTAMUHOM ) HE
M3y4ajoch, OJHAKO CYLIECTBYET

BBICOKast BEPOATHOCTD, qTO

BOPHMKOHA30JI MOXCET BLI3BIBATH

IIOBBIIICHHEC KOHL[CHTpaLII/Iﬁ

[IpoTtHuBOINIOKa3aHO
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COOTBETCTEBY
ot 14.06.2024 N= 118

ET SKCNEFTHOMY OT

YETY

JaHHBIX IperiapaToB ﬂ'_i'ﬁh'agﬁél OEATEABHOCTE0003)
KpPOBHU U IIPUBOAUTH K IPrOTH3MY.
Jlypasunon B3anmopeiicTBue BOpUKOHA30/1a C
[ey6cmpamor usopepmenma Jypa3suIOHOM HE  H3y4alloch,
CYP3A4] OIHAKO BOPHMKOHA30JI, BEPOSITHO,
IIpoTuBomOKa3aHO
MOKET 3HAYUTENBHO TMOBBIIATH
IUTa3MEHHbBIE KOHIIEHTpaluu
Jypa3uIoHa.
Pugabyrun [mownvii unoykmop
yumoxpoma Paso]
300 Mr oauH pa3 B CyTKU Cinax BOpUKOHa307a | 69 %
AUCT Bopukonazoia | 78 %
Crnax pudpadyruna T 195 %
AUCrt pudadbyruna 1 331 % [IpoTHBOMOKA3aHO
300 Mr oauH pa3 B CyTKHU (TIpu B cpaBHEeHHH C BOPHUKOHA30JI0M
oqHOBpeMeHHOM npuMeHennd ¢ | 200 Mr 1Ba pa3a B CyTKH:
BopukoHaszosoM 400 mr aBa paza | Crax Bopukonazona T 104 %
B CYTKH)* AUCt Bopukonazona 1 87 %
Pudammumiima Crmax BOpukoHa3om1a | 93 %
(600 mMr omun pa3 B cytku) | AUCT Bopukonasona | 96 %
. [IporuBONIOKa3aHO
[mownblii unoykmop yumoxpoma
Puso]
PuronaBup (MHruOUTOpP HpOTEa3)
[mowmublil undyKkmop yumoxpoma
Paso, umeubumop u cybcmpam
usogpepmenma CYP3A4]
Bricokue no3bt (400 mr aBa pasza | Cmax 1 AUCT puTOHaBHpa <> OnHOBpEMEHHOE

B CYTKH)

Hwuskue no3sl
(100 mr nBa pa3za B cyTkn)*

Crmax BOpHKOHa3oua | 66 %
AUCt Bopukonasona | 82 %

Crmax puTOHaBupa | 25 %
AUCTt puronasupa | 13 %
Crmax BOpukoHa3ona | 24 %
AUCT Bopukonazona | 39 %

IMPUMCHCHUEC BOPUKOHA30J1a 1

BBICOKHMX JI03

(400 mr u BEIIIE /1Ba pasza B

CYTKH) IPOTHBOITOKA3aHO.

[IpumensTs  omHOBpEMEH

BOPHUKOHA30JI M PUTOHABUD B
Hu3kuX no3ax (100 mr 2 paza
B CyTKH) CIIEJyEeT JIUIIb B TOM

cily4dae, cClu

I10JIb3a OoT
BOpPHUKOHA30JIa 3HAYUTCIIb
MPEeBBIINIACT PUCK OT

COBMECTHOT'O IIPUMCHCHUS.

pUTOHaBHUpA

oxugaeMas
npuema

HO

HO
nux

3Bepo00i MPOAbIPSBICHHBII
[unoyxkmop yumoxpoma Paso u P-
enuxonpomeunal

300 Mr Tpum pasza B CYTKH
(omHOBpEeMEHHOE NPUMEHEHHE C
OJHOKpaTHOM Jl0301

BopukoHazoina 400 mr)

CornacHO JTaHHBIM HE3aBUCHMOT'O
HCCIICIOBAHMS:
AUC,. BopukoHasoia | 59 %

HpOTI/IBOHOKa3aHO
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COOTBETCTEYET
ot 14.06.2024 N= 118

SKCNEPTHI

JEATENBHOCTE U

e

TonBantan BzaumoneiictBue He ﬁky‘fa:rol&"f'

[cybcmpam usoghepmenma | OMHAKO BOPHUKOHA30JI, BEPOSTHO,

CYP3A4] MOXXET 3HA4YMTEIbHO IOBBIIATH [IpoTuBonokaszano
IUTa3MEHHbIE KOHIIEHTpaluu
TOJIBANTaHA.

OBeponumyc BsaumopeiictBue He wu3ydanock, | OTHOBpeMEHHOE

[cybocmpam uzopepmenma OJTHAKO BOPHKOHA30JI, BEPOSATHO, | IPUMCHCHHE HE

CYP3A44 u P-enuxonpomeunal MOXXET 3HAUMTEIbHO TIIOBBILIATH | PEKOMEHAYETCA, TakK Kak
I1a3MeHHbIE KOHIICHTPAIMX | OKHACTCS, YTO BOPUKOHA30I
IBEpPOSIUMYCA. 3HAYUTENEHO MIOBBIIIAET

KOHIICHTPAIUIO IBEPOIUMYCA
B 1u1a3Me kKpoBu. Ha naHHbIN

MOMEHT HE uMeercs
JOCTaTO4YHOW  WH(pOPMALUH
Ul PEeKOMEHIAlud 1O
KOPPEKIUU pexxnma
JO3UPOBAHUSL.
Hanoxceron B3aumopeiictBue He wuzyvanock, | OgHOBpEMEHHOE
[cybecmpam uzoghepmenma | OJHAKO BOPUKOHA30J, BEPOSATHO, | IPHUMEHEHHE HE
CYP3A4] MOXXET 3HAYHMTENBHO TIOBHIATH | PEKOMEHIYETCS, €CIH /1032
I1a3MeHHbBIE KOHLICHTpAIlUU | HAJIOKCerolna  He  Oyzer
HaJIOKCEroJa. CHIDKEHA.
DIryKoHA3011 Crax BopukoHazona T 57 % Ionxonsammii pexUM
(200 Mr onuH pa3 B CyTKH) AUCt Bopukonazona T 79 % KOPPEKLIUH  JT03bl  W/WJIU
[uneubumop uzogepmenmos Nzmenenns Cmax 1 AUCT YaCTOTHI npreMa
CYP2CY9, CYP2CI19 u CYP344] | dbnykoHa3oma HE yCTaHOBJICHBI. BOPUKOHA30J1a u

(i1yKOHa30J1a HE YCTAHOBJICH.

B ToM cmywae, ecmu
BOPUKOHA30Jl  TPUMEHSETCS
mnocJie ¢iykoHa3zora,
PEKOMEHIyeTCsT  MPOBOJUTH
TIIATEJIbHBIN KOHTpPOJIb
HEXXeNaTeNbHBIX  peaKui,
CBS3aHHBIX C  I[PHEMOM
BOPUKOHA30J1a.

®enurtouH [cybcmpam

usogpepmenma CYP2C9 u

MOWHBL UHOYKIOP YUIMOXPOMA

Puso]

300 MT oWH pa3 B CYyTKH Chax BopuKoHa3oma | 49 % Crnenyet n3beraTh

AUCt BopukoHazona | 69 % OJIHOBPEMEHHOT' O npuema

BOpHKOHA30J1a U (DeHUTOWHA,
32 MCKJIOYEHHEM CIIy4aes,
KOrzia IMoJib3a JUIsl HalueHTa
MIPEBBIIIAET PHUCK.
Pexkomennyercs
KOHTPOJINPOBATH
TUTa3MEHHBIE KOHIIEHTPAIlUN

(heHuTOMHA.
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COOTBETCTEBY
ot 14.06.2024 N= 118

ET.

300 Mr oavH pa3 B CyTKH
(omHOBpEeMEHHOE TTPUMEHEHHE C
BOPHUKOHA30J10M B J103¢ 400 mMr
1B pasa B CyTKH)*

Cmax (1)eI’II/ITOI/HL a T 67 %" II—I'-:- =¥}

JEATENBHOR

AUCTt ¢pennronna T 81 %

B cpaBHeHUH ¢ BOPHKOHA30JI0M
200 mr aBa pasa B CyTKH.

Crax BoprkoHasona T 34 %

AUCt Bopuxonazona 1 39 %

OmHOBpPEMEHHOE

NPUMEHCHHUE BO3MOKHO
TOJIBKO B Cilydae, €CIlu
HOIeP>KUBAOIIIAs no3a
BOPUKOHA30J1a Oyzer
yBeNMW4YeHa 10 S5  MI/KT

BHyTpuBeHHO wiu ¢ 200 mr
1o 400 Mr BHYTpb /1Ba pasa B
CyTKH (y TIAIUEHTOB C Maccoit
tena menee 40 kr co 100 mr
1o 200 Mr BHYTpH Z1Ba pasa B
CYTKN).

AHTHKOATyJISHTBI
Bapdapur (30 Mr omgHOKpaTHO

VBennuenue MaKCHUMaJIbHOI'O

Ecmn MmaryeHTam,
OJTHOBPEMEHHO C BOPUKOHA30JI0M | MMPOTPOMOUHOBOTO BPEMEHH OBIJIO
NOJMYYalOUIMM  TIpPenaparhl
300 Mr Ba pasza B CyTKH) MpHUOIM3UTENHHO B JBa pasa.
KyMapHHa, Ha3Ha4YaroT
[cybecmpam uzoghepmenma
BOPHUKOHA30JI, HEOOXOANMO C
CYP2C9]
KOPOTKHMU WHTEpBaJlaMu
KOHTPOJIHMPOBATh
Hpyrue nepopanbHele | [Ipeanonaraercs, 4TO
MPOTPOMOMHOBOE BpeMsi |
AHTUKOATyJISIHTBI, HamnpuMep, | BOPUKOHA30J1 MOXKET YBEJIMUUBATh
COOTBETCTBYIOIIUM 00pa3oM
(eHnpPOKyMOH, allecHOKYMapoi IUTa3MEHHbBIE KOHIIEHTpaLun
moI0MpaTh JIO3BI
[cybecmpamut uzogepmenmos | KyMapmHoB, 4TO MOXeET
AQHTHKOATyJISTHTOB.
CYP2C9 u CYP3A44] MIPUBOIUTH K THOBBIIIIEHUIO
MPOTPOMOMHOBOTO BPEMEHH.
Usakadrop B3anMopeiicTBue He uU3ydaloch, | PEKOMEHOyeTCsl  CHMXKEHUE
[cybcmpam uzogepmenma | OIHAKO BOPHKOHA30JI, BEPOATHO, | 103bI MBaKadTopa.
CYP3A4] MOXET TOBBIIIATh IUIA3MEHHBIC
KOHIIEHTpalMu HuBakadropa, 4TO
MOJKET MPUBOAMUTH K MOBBILICHHUIO
pucka pa3BUTHUA MOOOYHBIX
peaKiuii.
O30MUKIIOH B3anMopeiicTBue He u3ydasloch, | PEKOMEHOyeTCsl  CHMXKEHUE
[cybcmpam uzoghepmenma | OJHAKO oXXujaercs, YTO | J03BI 330IMUKIIOHA.
CYP3A4] BOPHUKOHA30JT YBEINYNBACT
IUTa3MEHHbIE ~ KOHIICHTPAllMA |
celaTUBHBIN 3P (EKT I30MUKIOHA.
bensoamaszenuubpl  (Hampumep, | In Vvitro  BopukoHazonm Moxker | PekomeHmyercs OLICHHUTH
MUJ1a30J1aM, TpHa3ojaM, | BEI3bIBAThH MIOBBILIICHHE | [IEIECO00Pa3HOCTh
Ipasoiam) ITa3MEHHBIX KOHIIEHTpAIMH | KOPPEKLIUH JI03BI
[cybcmpamet usoghepmenma | OEH30IUA3CTTUHOB, KOTOpbIE | OEH30IMa3ETTHHOB.
CYP3A4] MeTa0OIM3UPYIOTCS ot
JecTBUEM n3odepmenTa
CYP3A4, u BbI3bIBaTH pa3BUTHE
MIPOJIOHTUPOBAHHOTO CEAaTUBHOTO
a¢dekra.
HNMMyHOCYTIpecCaHThI
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COOTBETCTEBY
ot 14.06.2024 N= 118

ET 3KCMEPTH

THOCAEQOEBATENBROC TS 0003
[cybcmpamot uzoghepmenma e == = T VMY
CYP3A4] CorjiacHO JaHHBIM He3aBHCUMOTro | OJHOBpEMEHHOE
Cuponumyc HCCIICI0OBAHMUS: MpUMEHEHHE BOPUKOHA30J1a 1

(2 Mr oTHOKpATHO)

Huknocmopun (y MalUeHTOB,
MEpEeHEeCIINX  TPAHCIUIAHTALHIO
MOYKH W  HAXOAALIMXCS B
CTaOMILHOM COCTOSIHHM)

Takponumyc
(0,1 Mr/kr OTHOKPATHO)

Crnax cupommmyca 1 B 6,6 pa3
AUCy. cuponumyca 1 B 11 pa3

Crnax tmkgoctiopura T 13 %
AUCt nuxnocniopuna 1 70 %

Chnax Takponumyca T 117 %
AUCTt takponumyca T 221 %

CHUPOJIIMYCa
IIPOTUBOIIOKA3aHO.
IIpun Ha3HAYEHUU

BOPHKOHA30JIa  TAIlUCHTaM,
MOJTyYAIONINM IIHKIIOCTIOPHH,
PEKOMEHYEeTCSI YMEHBIIUTD
JI03y IWKIIOCTIOPWHA BIBOE U

KOHTPOJINPOBATh ero
KOHIEHTpAaIMi0 B  IJa3Me
KpPOBH. [loBbI1ICHHE
KOHIOCHTpaluu
LUKJIOCTIOpPUHA
COIIPOBOKAAETCS

HeppoTokcuHOCThIO. [locie
OTMEHBI BOPHKOHA30J1a
HE00X0IMMO
KOHTPOJIHMPOBATh

KOHIICHTPAIINIO
OUKJIOCIIOpHHA u Opu

HEOOXOMMOCTH _ VBEIHUYNTH
€ro J103y.

[Ipu Ha3HAYEeHUU
BOPHUKOHA30JIa  MAaIeHTaM,
MOJYYAIOUIMM  TaKpOJIUMYC,
PEKOMEHTyeTCsl YMEHbBIIUTD
JI03y TOCJIEAHEr0 A0 OAHOU
TPETH U KOHTPOJIHMPOBATH €T0
KOHIEHTpAIMI0 B  IJIa3Me
KPOBH. [ToBbiieHHE
KOHIIGHTPAIH TaKpOJIMMYyca
COTIPOBOX/IAETCS
HEPPOTOKCUYHOCTBIO.
Iocne OTMEHBI

BOpPHKOHA30Jia HEO00XO0IUMO

KOHTPOJHUPOBATH

KOHIICHTPAIHUIKO TaKpOJINMyca

u OpHu H606XOI[I/IMOCTI/I

YBCJIHUYUTH €0 I03Y.

JnurensHo JIeVCTBYIOIINE
OITHATHI

[cybcmpamet usoghepmenma
CYP3A4]

OKCHKOIOH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 14.06.2024 N= 11842

i ol ol o |

(10 Mr ofHOKpATHO)

Metanon
(32-100 mr omuH pa3 B CyTKH)

-HI_I.--_lI—_iF‘ul-.; |.||If-:|:--|-_ IF.:H-I-I-_:-
CornacHo JaHHBIM HesaBUCnmolo— ‘G'Ieﬁfejr“: AT T

HCCIICIOBAHHS:
Chax OKcHKOAOHA T B 1,7 pa3
AUC., okcrkojiona 1 B 3,6 pa3

Cmax  R-meramona
Merabonuta) T 31 %

(aKTHBHOTO

BO3MOXKXHOCTH CHMXCHUA

03Bl OKCHMKOIOHA M APYIux

JUIITENBHO  JIeWCTBYIOIIMX
OINATOB,
METa0OTU3UPYEMBIX
n30(E€PMEHTOM CYP3A4
(HampuMmep, THOPOKOJOHA).
Moxer MIOHAZ0OUTHCS
KOHTPOJIb COCTOSIHUS

nmanmueHTa C KOPOTKHUMHU

WHTEpBaJaMH Ha TPeaMeT

pa3BUTHS HEXXeJIaTeIbHbIX
peaKkuui, CBSI3aHHBIX c
onuaTaMHu.

[cybecmpam uzogpepmenma | AUCt R-metamona (aktuBHoro | [loBBIIIIEHWE KOHIIEHTpPAITUU
CYP3A4] Mertabonuta) T 47 % METaJ0Ha B IUIa3Me€ KpPOBU
Cmax S-MeTaniona T 65 % MPUBOJUT K  IPOSIBICHUIO
AUCt S-meranona T 103 % TOKCHYECKHX a¢deKToB,

BKJTIOYast yIUTHHEHHE
untepBana QT.
Pexomennyercs YaCThIN
KOHTPOJIb COCTOSTHHS
NalyMeHTa  Ha  NpeIMeT
pasBUTHSL  HEXKENATENbHBIX
peaknMii M TOKCHUYHOCTH (B
TOM  4YHCle,  YAJUHEHHUE
unTepBana QT), cBA3aHHBIX C
METaJOHOM. Bo3zmoxHo,
MMOHAL00UTCS CHIDKEHNE
JI03bI META/IOHA.

Hecrtepounnsie

MPOTHBOBOCHATUTEIIHHEIC

npemapatsl (HIIBIT) [armenton ciemyer

[cybcmpambi uzoghepmenma HaOIIIO1aTh c EIBI0

CYP2C9] BBISIBIICHUS BO3MO>KHBIX
TOKCHYECKHX 3(PPeKToB

Hoympoden Cax S-udynpodena 1 20 % npu HEO00XOIUMOCTH

(400 Mr oHOKpATHO) AUC., S-ubynpogena 1 100% KOPpPEKTUPOBATh 103y
HIIBII.

Jukmodenak Crnax quknopenaka T 114 %

(50 Mr oHOKpaTHO) AUC., nuxnodenaka 1 78 %

Owmernpazon Cinax OMemipazona T 116 % Koppexrus JIO3BI

(40 mr oguH pa3 B cyTkn)* AUCt omenpaszona 1 280 % BOPHUKOHA30JIa HE TpeOyeTCs.

[uneubumop uzogpepmenma | Cmax Bopukonasona 1 15 % [Ipu Hayaje npreMa

CYP2CI19; cyocmpam | AUCt Bopukonasona T 41 % BOPHKOHA30JIa y TAI[UEHTOB,

uzogpepmenmos  CYP2C19 u | BopukoHa3on  Takke  MOXET | YK€ IMONYYalolUX TEPanuio

CYP3A4] yrHeTaThb  JEHCTBHE  JpPYTUX | OMenpas3ojioM B no3ax 40 mr
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COOTBETCTBYET
ot 14.06.2024 N2 118

SKCNEPTHC

WHTHOUTOPOB

|.|—il—| —~ — HTI—HI ¥ |If-.|-- = TN IFi---l--l-_:-l
IPOTOHHON HOMITBr—|Voti | BBILTe, “pEROMEHIYeTCs

KOTOpBIC SIBIISIOTCS CyOCTpaTamMu
m3opepmenta CYP2C19, wdro
MOXET TPHBOJUTH K TOBBIIICHUIO
[UIA3MEHHBIX KOHIICHTPAIMH 3THX
JICKAPCTBEHHBIX CPE/CTB.

CHIDKEHHE JI03bl OMerpa3ola
B JIBa pasa.

[epopanbHbie KOHTPAIECTITUBBI*
[cybcmpamor uzoghepmenma
CYP3A44; UHeUOUMOPbHL
usogpepmenma CYP2C19]

HopaTuctepoH/3THHHIACTPaIUOI

Chnax 3THHHIIACTpaTHONA T 36 %
AUCt sturnnacrpagnona T 61 %
Chax HOpaTHCTEpOHA T 15 %
AUCTt mHOpatuctepona T 53 %
Chax BopukoHazona T 14 %

Pexomennyercss ~ KOHTpOJIb
COCTOSHMSL ~ NalMeHTa Ha
npeaMeT pa3BUTHUA
HEXKENATeNIbHBIX ~ PEaKLUi,

CBA3aHHBIX C TNPHUMCHCHHUCM

(1 mr/0,35 mr onun pa3 B cytku) | AUCT Bopukonasona 1 46 % TepopaTbHBIX
KOHTPaLENTHBOB u
BOPUKOHA30J1a.
HapkoTuueckue aHanbreTuku Cnenyer OLICHUTH
KOPOTKOTO JICHCTBUS BO3MOKHOCTb CHIDKCHUS
[cyocmpamut uzoghepmenma JI03BI andeHranuia,
CYP3A4] (benTanua " JIPYTUX
Andentannin CornacHo JaHHBIM HE3aBHCHUMOTO | HAPKOTUYECKUX
(omHokparHas mo3a 20 MKI/KT € | HCCIIEIOBaHMS: AQHAJIBI'€THKOB KOPOTKOTO
onHoBpeMeHHBIM TpumeHeHneM | AUCo., andentanuna 1 B 6 pa3 JIeHCTBHUS, HMMEIOLINX
HAJIOKCOHA) CXOXYyI0 ¢ anpeHTaHWIOM
XHUMHUYECKYIO CTPYKTYpy |
denTannn METa0OTU3UPYEMBIX
(omHOKpaTHAS 1032 5 MKT/KT) n30(epPMEHTOM CYP3A4

CornacHO JaHHBIM HE3aBHCHUMOTO
UCCIIEJOBaHUS:
AUC., hentanuna 1 B 1,34 paza

(Hanpumep, cyQeHTaHua).
ITanmeHThl JOJIKHBI
HaXOOUTHCS O

IIOCTOSIHHBIM HAaOJIFOJEHUEM

JUIst MIPEIOTBPALLECHUS
YTHETEHUS byHKIIT
JIBIXaHUS WIH JIPYTHX
MOOOYHBIX a¢dekToB,
CBSI3aHHBIX  C  NPHEMOM
HapKOTHYECKHUX

AQHAJIbI€TUKOB KOPOTKOT'O
JIEHCTBHSI, u npu
HEOOXOIUMOCTH HMX 032

OJDKHA OBITH CHIDKEHA.

CratuHb (manpumep, | BzammoneiictBue He wu3ydanock, | Ciemyet OLIEHUTD
JIOBAaCTAaTHH) OJTHAKO, BEPOSITHO, BOPHUKOHA30J | BO3MOXXHOCTb CHIDKCHUS
[cyocmpamu uzogepmenma | MOXKET YBEIMYMBATH IJIA3MEHHBIC | JI03bl CTATHHOB.
CYP3A4] KOHIEHTPAIH CTATHHOB, KOTOPHIE

MeTa0OIM3UPYIOTCS

nzopepmenrom CYP3A4 u moxer

MPUBOIUTH K PaOIOMHOIIU3Y.
[IpousBoansie BzaumogpeiictBue He wu3ydanock, | Heobxonnmo TIIATEIILHO
Cyb(pOHUIMOYEBUHBI OJTHAKO, BEPOSTHO, BOPHUKOHA30JI | KOHTPOJIMPOBATH

MOKET YBCIIMYUBATH IUIA3MCHHBIC
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(Hammpumep, TOJIOYyTaMuJI, | KOHIICHTPAIINH IpOHBBOHBIX | KOHLUCHTPALIIO" THIOKO3E! B
TJIATTU3A]], TIINOCHKIIAMU) Cynb(OHMIMOYEBUHBI U SBISTHCS | IJIa3Me KPOBH.
[cyocmpamut uzogepmenma | IPUIUHON THIIOTIIUKEMHUH.
CYP2C9]
AJKamoump OapBuHKka | BopukoHazonm MokeT mMOBBIIATH | PekoMeHayeTcs OIIEHUTh
(HampuMmep,  BUHKPHCTUH U | COACpIKAHUC QIKAJTOUIOB | LEJIeCO00Pa3HOCTh
BHHOJIACTHH) OapBUHKA KOPPEKITHH T036I AJTKAIONIOB
[cybcmpamor uzoghepmenma | (BUHKpUCTUHA W BUHOJAcTWHA) B | OapBUHKA.
CYP3A4] masMe KpOBHU U BBI3BIBATh
HEUPOTOKCUYHOCTb.

Jpyrue wuHruOburopsl mnpoteassl | MccrnenoBanus in Vvitro | PexomeHayeTcs THIATEIbHBIN
(HI1) B1Y (Hampumep, | CBHIETENBCTBYIOT O TOM, YTO | KOHTPOIH COCTOSTHUS
CaKBHHABHp, AaMIpPEHaBUP ¥ | BOPHKOHA30J MOJKET | MalMeHTa  Ha  TpeaMeT
HenduHaBup)* MHTHOUPOBATh MeTaboJIU3M | Pa3BUTHS JIIOOBIX

[uneubumopor  u  cybcmpamel | ”HTHONTOPOB  TpoTeassl BUY: | mposBneHwid JIeKapCTBEHHOM
usogpepmenma CYP3A4] CaKkBMHABHpa, aMIIpEHAaBUpPa U | TOKCUYHOCTHU 1707001
HenduHaBupa. B cBor odepens, | HEAOCTATOYHOCTH JCHCTBHSL.
nHrHONTOpPEl  TipoTeassl  BUY | Bo3moxHo, MTOHATOOUTCS
MOTYT TIOAABISATH METabOIU3M | KOPPEKIHS JO3HI IPEnapaToB.

BOPUKOHA30J1a.
Hpyrue HeHykIeo3uaubie | MccmemoBanust iN Vitro mokasanu, | PeKOMEHIyeTCsl TIaTeIbHbIi
WHTUOUTOPHI 00paTHOH | YTO MeTaboJaM3M BOPHUKOHA30Ja | KOHTPOJb COCTOSIHUS
TPAHCKPUIITA3bl (HHMOT) | MmoxeT yrHeTaThCs IO JeCTBUEM | TIAIIMEeHTa Ha peaMeT
(manpumep, nenasupaud, | HHUOT, a BopuKoOHA301 B CBOIO | pPa3BUTHS JIEKapCTBEHHOMU
HEBUpaIwuH)* odepennb MOJKET YTHETaTh | TOKCHYHOCTH n/nunm
[uneubumopvr  unu  undyxmopwt | merabonmnsm HHUOT. HEJA0CTAaTOYHOCTH JEHCTBHS.
yumoxpoma Paso u cyocmpamer | Ha  ocHOBaHMM — MONIy4eHHbIX | Bo3moikHO, norpedyercst
uzogpepmenma CYP3A4] pe3yabTaToB HCCIIENOBAHUS | KOPPEKLIUS 103bI IIPENApaTOB.

s dekra adaBupeH3a Ha

BOPHUKOHA30I1, MOKHO

npeanonoxurb, uyro HHUOT
MOTYT YCWJINBaThb MeTaboIu3M

BOPHUKOHA30J1a.

Humernaun Crnax BopukoHazona T 18 % Koppexuus JI03BI HE

(400 mr nBa paza B cyrtku) | AUCtT Bopukonazona 1 23 % TpeOyeTcs

[Hecneyuguuecku  uneubupyem

yumoxpom Piso u  nosviwaem

yposenvb pH arcenydounoeo coxal

Hdurokcun Cinax JUTOKCHHA <> Koppexkuus JI03bI HE

(0,25 Mr ostiH pa3 B CyTKH) AUCt qurokcuna < Tpedyercs

[cyocmpam

P-znuxonpomeunal

WNHnuHaBup Crnax MHAWHABHPA <> Koppexuus JI03bI HE

(800 Mr Tpu pa3a B CyTKH) AUCrt unauHaBupa <> TpedyeTcs

[uneubumop u cyocmpam | Cmax BOPUKOHA30JIA <>

usoghepmenma CYP3A4] AUCT BopuKoHazona <>

AHTUOHOTHKH TPYIIITBI

MAKPOTIHIOB Koppekuus 0351 HE
TpedyeTcs

Cinax 1 AUCT BopHUKOHa30J1a <>
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Opurpomunud (1 r nBa pasa B

CYTKH)
[uneubumop usogepmenma
CYP3A4]
Cinax 1 AUCT BOpHKOHa301a <>
ABHUTPOMUITUH Brmusaue ~ BOpHWKOHa3onma — Ha
(500 Mr omH pa3 B CYTKH) METa0O0JIM3M JPUTPOMUITMHA WA
A3UTPOMUIIMHA HEU3BECTHO.
MukodeHoa0Bast KHCI0Ta Cinax MUKO(EHOJIOBOH KUCIIOTHI <> | Koppekius JI03BI HE
(1 r omHOKpATHO) AUCt Muko(heHOTTOBOH KUCIOTHl | TpebyeTcs
[cyocmpam ypuoun-5'- “
ougocgham-
2NIOKYPOHUNMpAHcpepasvl]
KopTukoctepounst Koppexrus JIO3EI HE
IIpenunzonon Crmax mpennuzomnona T 11 % TpebyeTcs.
(60 Mr oJHOKpATHO) AUC,., mpeauuzonona T 34 % [NaruenTsl, OJTyYaIOIIHE
[cyocmpam uzogepmenma JUTATENTEHOE JieueHne
CYP3A4] BOPHKOHA30JI0M "
KOPTUKOCTEPOHUIAMHU

(BKITIOYasi ~ MHTAJSIMOHHEIC
KOPTHUKOCTEPOU/IBI,
Hanpumep, Oyneconun),
JOJDKHBI ~ HaXOAWUTBCS  TOJ
TIIATEIbLHBIM HAOJIOIEHUEM
Ha TpeaIMeT  HapyIICHUS
(YHKIIUU KOPBI
HAQ/MMOYEUYHNUKOB  KaK  BO
BpeMs JICYCHUS, TaK M TOCIIe
MpeKpameHnss NPUMEHEHHUs
BOpPHKOHa30JIa (CM. paszen
«Oco0bIe yKa3aHus»).

Panutunvn Cmax 1 AUCT BOpuKOHa3071a <> Koppexrus JI03bl HE
(150 mr nBa paza B CyTKH) TpedyeTcs

[noswviuaem pH srcenydounozo
cokal

DapMaKOKMHETUYECKUH MapameTp, OCHOBaHHBIN Ha 90 % JOBEpUTEILEHOM HHTEpBAJIe CPEIHETO
T€OMETPUUYECKOTO 3HAYEHUS HaXOAUTCS BHYTpH (<), Boime (1) wim Hike () uatepBaia 80 % —
125 %.

* B3zanMHOE BO3IEHCTBUE.

AUGTt, AUGt, AUCo.» — mtomaas noJi KpUBOH «KOHIIEHTPAIUS-BpEMsI» B MEPUO/ JOZUPOBAHUS,
OT MOMEHTa BBEJCHHUS IpermapaTa 0 BUAMMON KOHIICHTpPAIMU B IJIa3Me KPOBHU, OT MOMEHTa

BBCJICHHA IIpEIiapara 10 6eCKOHe‘IHOCTI/I, COOTBETCTBCHHO.

4.6. @epTHWIBLHOCTH, 0EPEMEHHOCTH U JIAKTAIUS

JKEHIIMHEI ¢ ICTOPOAHBIM TOTSHITHAIOM
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JTOJKHBI MCIIOJIB30BaTh HA/ICKHBIE METO/Ibl KOHTPAICIIUH.

bepemeHHOCTD

JoctarouHoit nHGOpMAaIFK O TPUMEHEHUH BOPUKOHA30J1a Y OEpEMEHHBIX )KCHIIIMH HET.

B uccrnenoBanusx Ha )KUBOTHBIX YCTAHOBIICHO, YTO MpEIapaT OKa3bIBaeT TOKCUYECKOE JACHCTBUE
Ha PENPOAYKTUBHYIO QYHKIHIO. BO3MOXKHBIN PUCK IS YeIOBEKAa HEM3BECTEH. BOpUKOHA301 HE
CIIeTyeT MPUMEHSTh Y OEPEMEHHBIX KEHIIUH 33 UCKIIOYCHHEM TEX CIIy4aeB, KOT/a OKuJacMast
M0JIb3a JUIsl MAaTePHU SIBHO MPEBBIIIACT BO3MOXKHBIA PUCK IS TUIOJIA.

JlakTamus

BriBeienne BoprkoHa30I1a C TPYAHBIM MOJIOKOM He n3y4yanock. Ha Bpemst mpuMeHenus mpenapara

Ipy/AHOE BCKapMIIMBAHUE CIIEIYET IPEKPATUTb.

4.7. BausiHMe HA CMOCOOHOCTH YNPABJATH TPAHCHOPTHHIMHU CPeICTBAMHU M padoTaTh ¢
MeXaHU3MaMH

Bopukona3osm MOXET BbBI3BaTh MNPEXOASIIME W OOpaTHUMbIC HAPYIICHUS 3pPCHHS, BKIIIOYast
BO3HUKHOBCHHUE «IICIICHBI» IEpe]l Iiia3aMu, HapylICHHE/YCWICHHUE 3PUTEIHHOTO BOCIPHUSATHS
u/unu Gporodooduto. [Ipu HATUYUN TAaKUX CUMIITOMOB HAaIlMEHTHI JOKHBI U30€raTh BBHITOTHEHUS
MOTEHIIMAIbHO OMACHBIX IEHCTBUM, B YACTHOCTH, YIIPABJICHH aBTOMOOUIIEM WJIH UCIIOJIb30BaHUS
CIOXKHOM TexHHUKHU. [Ipu mpueme BOpHMKOHA30J1a MALMEHTHl HE JOJKHBI BOJUTH aBTOMOOWIb 110

HOYaM.

4.8. HexeaaTe/ibHble peaKIUu

Pesrome mpoduis 6e3onacHOCTH

JlanHble 0 0€30IIaCHOCTHM BOPHKOHA30JIa OCHOBAaHBI HA PE3yJIbTaTaX MCCIENOBaHUA Ooliee 4eM
2000 uyenoBek (1655 manueHTOB, MPUMEHSIOIIMX BOPUKOHA30J B JIeUeOHBIX Hensix u 279 ¢
npopUIAKTUYECKON IIeNbI0), TMPEACTaBICHHBIX TETEePOreHHOM MOMysiueil (ManueHTsl co
3JI0KaYeCTBEHHBIMH  HOBOOOpa30BaHUSAMM KpoBHM, BHWY-uHpUUIMpOBaHHBIE MallUEHTHl C
KaHIUJ030M THILEBOAa U pedpakTepHbIMH TpPUOKOBBIMH HHQEKIUSMHU, TaLUEHTHl 0Oe3
HEUTPOIIEHNH ¢ KaHAUJEMUEH UIN aclIepriuIe30M, a TaKKe 3J0POBbIE JJOOPOBOIIBIIBI).
Haubonee pacnpocTpaHeHHBIMH HEXETIATEIbHBIMH PEAKIMUAMHU SIBIAIOTCS HApYILIEHUS CO
CTOPOHBI OpraHa 3peHHsl, OTKJIOHEHHE OT HOPMBI Pe3yJIbTaTOB (PYHKIMOHAJIBHBIX P00 MEeUeHH,
JMXOpPaJKa, Chlllb, pPBOTA, TOIIHOTA, AHapes, rojioBHas Oouyb, nepudepudeckre oTeKu, 00Jib B
JKUBOTE U YyTHETCHUE JbIXaHUSI.

HexenarenbHble peakuuu OOBIYHO OBUIM JIETKO MM YMEPEHHO BbIpaxkeHbl. KimHuuecku
3HaYMMOM 3aBUCUMOCTH 0€30IaCHOCTH IpernapaTa OT BO3pacTa, pachl MJIH 110J1a HE BBISIBICHO.

TabnnuHoe pE3IOME HEXKENATCIILHBIX PEaKIMH
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cucteM MedDRA wu mepeunciiensl 1o uactore. YacTrora pa3BUTHA HEKEIATCIBHBIX PEaKITUi
OIICHUBAETCS CIICAYIOIMM o00pazoM: oudeHb dacto (>1/10), wacto (>1/100, no <1/10), HewacTo
(=1/1000, HO <1/100), penko (=1/10000, rHo <1/1000), ouens pexaxo (<1/10000), yacroTa HEeM3BECTHA

(Ha OCHOBaHHMH MMCHOIIUXCA JaHHBIX OLICHUTH H€BO3M0)KHO).

CucremHo-oprannbiii | Yacrora HexenatenbHasi peakumst
KJ1acc
HUnghexyuu u unsazuu Yacto CHHYCHUT, TACTPOIHTEPUT, TUHTUBUT
Heuacto [TceBnomeMOpaHO3HBII KOJIUT, TUMQaHTHUT,
MIEPUTOHUT
Jlobpoxauecmeennoie, Yacrora [1110CKOKIETOYHBIN paK KOXKU
310KA4eCmeeHHbvle U HEHU3BECTHA
HEYMOYHEeHHble
H08000pa308aHUs

(61('.71}0’{61}1 Kucmol u

nounbsl)

Hapywenus co Yacro ArpaHylonuTo3 (BKITIOUAst bedprIbHyIO

CMOPOHbBL KPOBU U HEHTPONEHNI0 M HEHTPONEeHUI0), NaHLUTOIIEHUS,

auMpamuyeckou TPOMOOIIUTONECHHUS (BKITIOUAs UMMYHHYIO

cucmembl TPOMOOIIMTOIEHUYECKYIO ITYPITYpY), aHEMUS

Heuacto Henpeccust KOCTHOI'O MO3Ta, JICKOIICHUS,

muMdaieHonaTHs, 503MHOPUIIHS, CHUHJPOM
JTMCCEMUHUPOBAHHOTO BHYTPHCOCYAHCTOTO
CBEpPTHIBAHUS

Hapywenus co Heuacto Aneprudeckue peakuuu

CMOPOHBL UMMYHHOU Penko AHapuIaKTOUHBIE pEaKIH

cucmembl

OHooxkpurHvle Heuacro HenocrarouyHOCTh KOPBI HAIMIOYEYHUKOB, TUTTOTUPEO3

HapyweHnus Penxo [Munieptupeos

Hapywenus Ouenb [epudepuyeckue oreku

Memabonuzma u 4acTo

numanus Yacto 'umokanvemusi, THIOTIIMKEMHS, THUIOHATPUEMUS

(BLI)IBJ'IGHO B IOCTPECTUCTPALIUOHHBIX I/ICCJ'ICI[OBaHI/IHX)
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Tamduusamad Slenpeccnsd.  rpeBora; GeccOnHmia,

IHcuxuueckue Yacro
HapyweHus QXKUTAIMs, CIYTAHHOCTb CO3HAHUS
Ouenb l'onoBuas 6o
4acTo
Hapywenus co Yacto Cunkona, TpeMop, TNapecTe3us, COHJIHUBOCTb,
CMOPOHbL HEPEHOU TFOJIOBOKPYKEHUE, CYI0POTrH, HUCTarM
cucmemol Heuacto Ortek TOJIOBHOT'O MO3ra, sHIIedaonaTHs,
JKCTpanmupaMUIHbIE PACCTPOiCTBa, mepudepudeckas
HeWponaTusi, aTakCusi, THUIECTe3Us, JAUCTEB3UA
(Hapy1eHne BKYCOBOT'O BOCIIPHUSITHS)
Penxo [Teuenounass »HuedamonaTus, cuHapoM [ HcHHA-
Bbappe
Hapywenus co Ouenb Hapymienust 3penust (B TOM 4uCiie HEUETKOCTh 3PEHHS,
CMOpOHbL 0p2aHa 4acTo 3aTymMaHeHHoe 3peHue, (orodobus, xioporcus,
3peHus XpOMAaToICUsl, CBETOOOs3Hb, I[BETOBAasl  CJEMOTa,
[IUAHONICUSA, HAJIMYME B TMOJE€ 3PEHUS PaaYyKHBIX
KPYrOB BOKPYI' MCTOYHHUKOB CBETa, HOYHAs CJIEMNOTAa,
ocuusuioncusi, (otorcus, MepuaTelbHas CKOTOMA,
CHU)KEHUE OCTPOTHI 3pEHMS, 3pUTEIbHAsT SPKOCTb,
nedeKkT ToJied 3peHus, IUIaBaIolIMe TMOMYTHEHUS
CTEKJIOBUHOTO T€JIa U KCAHTOICHS
Yacto KpoBousnusiHue B ceT4aTyro 000JI0UKy Tiia3a
Heuacro HeBput 3puTenbHOro HepBa, OTEK COCKA 3PUTEIBHOTO
HEpPBA, OKYJOTHPHBIA KpHU3, CKIEPUT, JUILIONHS,
onedapur
Penko ATpodus 3pUTENBHOTO HEPBa, TOMYTHEHHE POTOBHIIBI
Hapywenus co Heuacto Bepruro, runoakysusi, ym B ymax
CMOPOHbL OP2aHa CIYXa
Hapywenus co Yacro HamxenynoukoBas apuTMus, TaxuKapaus,
CcmMopoHbl cepoya Opagukapaus
Heuacro OubpuILIAIIUS JKEITYJOYKOB, KEITYTOUYKOBasI
3KCTPACUCTOJHS, KEITYJJOUKOBast TaxuKapaus,

HADKCITYJOYKOBAsd TaxXUuKapaus
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Pesxo Apurshns___ 0~ Anity = by, | Cnorisas
aTPUOBEHTPUKYJISIpHAsE OJIoOKaga, OJIOKaga HOXKKHU
nyudka ['uca, y310Bble apuTMUH

Hapywenus co Yacto ApTepualibHas TUTIOTEH3HsI, PJIeOuT;
CMOPOHBL COCYO08 Heuacro Tpombodnedbur
Hapywenus co OueHb YrHeTeHue apIXaHus
CMopoHbl 4acTo
ObIXamenvbHoll Yacro OTek JIeTKHX, OCTPBIA pPECHUpaTOpPHBIN JUCTpecC-
cucmembl, Op2aHos CUHJIPOM
2PYOHOU KemKu U
cpedocmenust
Kenyoouno-kuweunvie | O4eHb TomiHoTAa, pBOTA, AUApEst, 00JIb B )KUBOTE
HapyueHus 4acTo
Yacro XeWnuT, Iucrnencusl, 3amnop
Heuacto JlyoneHuT, riIoCcCcuT, MaHKPEaTUT, OTEK SI3bIKa
Hapywenus co Ouenb OTkIIOHEHUSA oT HOPMBI pe3yJabTaToB
CMOpOHbL NeYeHu u 4acTo (YHKIIMOHATIBHBIX TI€YEHOUYHBIX TECTOB (MOBBILICHHE
JHCENUEeBbIBOOAUIUX AKTUBHOCTH acmapraTaMHHOTpaHcdepassbl,
nymet aTaHMHAMUHOTpaHCcepas3pl, MeNoYHo (ocdarassl,
raMma-riroTaMuiaTpanchepassl,
JaKTaTAeTuAPOreHas3bl, THIepOUIMpyOHHEMNS )

Yacto Kentyxa, xonectaTuueckas *eiaTyxa, refnaTut

Heuacto XONEUHUCTUT, XOJEIUTHA3, YBEIUYCHHUE TICYEHHU,
TeYEHOYHAsI HEIOCTATOYHOCTh

Hapywenus co Ouenb Coinp

CMOPOHbL KONCU U 4acTo

NOOKONCHBIX MKAHEl Yacto OKchoMMaTUBHBIN I1epPMATUT, ATOTEIINs, KOKHBIN 31,
MakyJionamnyJyie3Has Chlllb, SpUTeMa

Heuacto Cunapom CruBenca-/[>xoHcoHa,
(dhoToceHcubUIM3aIms, KpanuBHUIIA, JK3eMa,
TOKCUYECKU I AMUIEPMATTBHBIN HEKPOJIH3,
AQHTMOHEBPOTUYECKUM OTEK, MyIbTUMOp(HAS
spuTemMa, Icopuas, AJIEPrUYECKUM  JepMaTHT,

IypILypa, namyJse3Hasi Cblllb, MAKYyJISIpHAs ChIIb

25



COOTBETCTEYET 3KCNEPTHI
ot 14.06.2024 N2 118

Peao Tlcennbrophuphs, CTORRAS TeRApeBeriias IpHiesa
Yacrora Koxnas ¢dopma cHuCTeMHOW KpacHOH BOYAHKH,
HEU3BECTHA | JICKApCTBEHHAs peaklus ¢ D203MHOGWIMEeH U
CUCTEMHBIMU CUMIITOMaMHU
Hapywenus co Yacto bouib B crinHe
CMOPOHbBL MbIULEYHOU, Heuacro ApTtput
CKelemHou u YacroTa [TepuocTtur
CcoeOuHUmMenbHOU HEW3BECTHA
MKaHU
Hapywenus co Yacro OcTtpas nmoueyHasi HeJOCTATOUHOCTb, FEMATYPHUSI
CMOPOHbL NOYEK U Heuacro Hekpo3 nouedHbIX KaHATBIEB, TPOTCHHYPUS, HEDPUT
MOUeBblBO0AWUX NYymell
Obwue napywenus u Ouenb Jluxopazaka
peaxkyuu 6 mecme 4acTo
66€0eHUs. Yacto O3H00, acreHus, Oomb B TPYIHOM  KIETKE,
rpumnmonoo0Hoe 3abojaeBaHue, OTEK Jula (BKIOYas
MepHOPOUTATHHBINA OTEK, OTEK I'yd U OTEK pPTa)
Heuacro Peakuusi/BocnaneHne Ha MECTe HHBEKLIUN
Jlabopamopuvie u Yacto [ToBbIIEHNE KOHIIEHTPAIIUU KPEaTUHNHA B KDOBH
UHCMPYMEHMAbHble Hewacro VY nnnnenue unrepaia QT Ha anekTpokaparorpaMmme,
OaHHble MOBBIIIICHUE KOHIEHTPAllMd MOYEBUHBI B KpPOBH,
MOBBIIIIEHUE KOHIIEHTPAIIMH XOJIECTepHUHA B KPOBH
eTH

Br110 ycTaHoB€HO, YTO HexenarenbHbie 3G (EeKThl BOPUKOHA30J1a y IETeH B Bo3pacTte oT 2 10 12
JIeT aHaJNOTUYHBI TaKOBBIM y B3pOCHBIX. Y JeTed HaOmroganach Oojiee BBICOKAs YacToTa
MOBBIIICHUSI AKTUBHOCTH TI€UYEHOUYHBIX (epMeHTOB. B  Xoae MmOCTperucTpamroHHBIX
MCCJICIOBAHMH BBISIBJICHO Pa3BUTHE MAHKpeaTHUTa y JeTeld Ha (hoHE Tepamuu BOPHUKOHA30JI0M, a
Takke 00siee yacToe BOSHUKHOBEHHUE KOKHBIX PEAKIIHI.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX.

Baxxno cooOmarh 0 TOM03PEBAEMBIX HEXKENATENbHBIX PEAKIUsAX IOClIe PETUCTpalluu
JIEKApCTBEHHOTO TIpernapara ¢ 1eJbi0 00eCIIeUeHHs] HEPEPHIBHOTO MOHUTOPHUHTA COOTHOIIICHHUS
«I0J1b3a — PHUCK» JIEKAPCTBEHHOIo Mpemnapara. MeauIMHCKUM pabOTHUKAM pEeKOMEHAYEeTCs

COO6H_IaTB 0 JIFOOBIX oAO3pCBACMBIX HECKCIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIperiapara
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EBpa3uiickoro 53K0HOMHU4ECKOr0 COI3a.

Poccuiickas @enepanus.

@OenepanibHas ciryx0a 1o Ha30py B cdepe 3paBoOXpaHEHUsI.
Anpec: 109012, r. MockBa, CnaBsiHcKas miomazis, a. 4, ctp. 1.
Tenedon: +7 800 550 99 03

DnexTponHas noyra: pharm@roszdravnadzor.gov.ru

Cair B UH()OPMAITMOHHO-TEJIEKOMMYHUKAITAOHHON ceTu «uTepHeT»:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3mpoBka

CumMnToMbl

H3BecTHO O Tpex ciiydasiX Cyd4aiHO# repeno3upoBku. Bee ymoMsHyThIe ciydyau MPOU3ONLIH Y
JeTeil, KOTOPbIM BHYTPUBEHHO OblLlIa BBEJIEHA 032 BOPUKOHA30J1a, B MATH pa3 MPEBBIIIAIOIIAs
PEKOMEH0BaHHYIO.

Nmeetcs cooOmieHne o eTMHNIHOM citydae (GoTodoOuu, MpooKUTeIbHOCTRIO 10 MUHYT.
Jleuenue

AHTUIOT BOPUKOHA30JIa HEU3BECTEH. B ciyuyae nepeno3upoBKy MMOKa3aHa CUMITOMAaTHYeCKas U
NOJICP>KUBAIONIAsT TEPATTHSI.

Bopukona3on BBIBOOMTCS B XO0JA€ TeMmoiuanu3a ¢ KiaupeHcom 121 wmn/mub, Oetanekca
Cyb(pOOYTHIIAT HATPUS — C KITUPEHCOM 55 MiI/MUH. B citydae nepejo3upoBKH reMOINAIN3 MOXKET

CIIOCOOCTBOBATh BBIBCJICHUIO BOPUKOHA30J1a 1 6CT3.,I[CKC& Cy.]'IB(l)06YTI/IJIaTa HaTpuA U3 OpraHrusma.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA

5.1. @apmakoauHaMHU4YeCKHe CBOHCTBA.

dapMakoTepaneBTUYECKas TPYIa: MPOTUBOTPUOKOBBIE CPEICTBA CUCTEMHOTO ACHCTBHUS,
NIPOM3BOJIHBIC TPUA30JIa U TETPa30JIa.

Kox ATX: JO2ACO03

MexaHu3M JeUCTBUS U d)aDMaKOHI/IHaMI/I"ICCKI/IC Bd)d)eKTLI

Bopukona3on — MpOTUBOTPHUOKOBBIA Tpenapar MIMPOKOTO CIEKTpa ACUCTBUS W3 TPYIIIBI
TPHUA30JI0B.

MexaHu3M JIelCTBHUsI BOPUKOHA30J1a CBSA3aH C MHTHOWPOBAHUEM JeMeTWIMpoBaHus 14a-cTepoia,
OIOCPEJIOBAaHHOTO TPHOKOBBIM IUTOXPOMOM P450 - KIIFOUEBOro d3Tama OMOCHHTE3a SProcrepoda.
Hakonnenne 14o0-Metuiicrepona KOppeIUpyeT € MOCIEAYIOIIEH MOTeper sprocreposia B

TPUOKOBBIX KJIETOYHBIX MeMOpaHax, YTo OOyCJIaBIIMBAeT MPOTUBOTPUOKOBYIO aKTHBHOCTH
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n30(epMEeHTOB UTOXpoMa Psso TpUOKOB, 4YeM B OTHOIICHHH Pa3IUYHBIX ()EPMEHTHBIX CHCTEM
ouToxXpoma P450 MJIICKOIIUTAOIIUX.

ITomoxxuTeIpbHON CBSI3H MCXKAY Cp€IHUMH, MAKCHUMAJIbHBIMW W MHWHHMAJIbBHBIMH 3HAYCHUSAMU
KOHIIGHTpAlldd BOPUKOHA30Jla B IUIa3Me KpoBU M A((PEKTUBHOCTHIO IIpemapara B
TCPAINICBTUYCCKUX HCCICAOBAHUAX HC BBIABJICHO W 3Ta B3aMMOCBA3bL B HpO(l)I/IJ]aKTI/I‘-IeCKI/IX
HCCIICAOBAHUAX HEC U3ydalacCh.

(DapMaKOI[I/IHaMI/I‘ICCKI/Iﬁ u (bapMaKOKI/IHeTI/I“IeCKI/Iﬁ aHaJIN3 JaHHbIX KIIMHUYECKUX I/ICCJ'ICIIOBaHI/Iﬁ
BBISIBUJI ITIOJIOKUTCIIBHYIO CBA3b MCXKIY KOHHCHTpaHHeﬁ BOpPHUKOHA30JIa B IINIa3ME KPOBH U
OTKJIOHCHHUEM OT HOPMBI 6I/IOXI/IMI/I‘ICCKI/IX OKa3arejen Q)YHKHI/II/I MEYCHH, a TAKIKC 3PUTCIIbHBIMU
HapymCHUSIMH.

In vitro BopukoHa30:1 001a1aeT IMUPOKUM CIIEKTPOM MPOTUBOTPHOKOBON aKTUBHOCTH M aKTHBCH
B otHomenun Candida spp. (Bxmouas mrammbl C. krusei, ycroiduBble K (IIyKOHA301y, H
pesucrentHbie mrammbl C. glabrata w C. albicans), n obnamaet QyHrUUIHBIM dPPEKTOM B
OTHOUICHUH BCEX M3YUeHHBIX mtamMMoB Aspergillus spp. a taxke maToreHHbIX TpHOOB, CTaBIIMX
aKTyaJIbHBIMH B TIOCJIEIHEE BpeMs, BKiItodas Scedosporium spp. wiam Fusarium spp., kotopsie
OTpaHUYCHHO YYBCTBUTCIIbHBI K CYIICCTBYIOIIUM HpOTI/IBOFpI/I6KOBHM CpcacTBaM.

Kimmandeckast 3¢ (heKTHBHOCTH (C YACTUYHBIM HJIU ITOJTHBIM OTBETOM) ObLIIA MPOJIEMOHCTPUPOBAHA
npu uHpeknusx, BezBaHHbIx Aspergillus spp., Bkirouas A.flavus, A. fumigatus, A. terreus, A.
niger, A. nidulans, Candida spp., Bkirouass mrammer C. albicans, C. glabrata, C. krusei, C.
Parapsilosis, C. tropicalis, a Takke B OTHOIICHHH OrPaHUYCHHOrO uucia mrammoB C.
dubliniensis, C. inconspicua, u C. guilliermondii, Scedosporium spp., Bkitodas S. apiospermum,
S. prolificans u Fusarium spp.

Jpyrue rpubkoBble HHPEKINH, TP KOTOPBIX MPUMEHSIICS BOPUKOHA30J (MHOT/Ia C YaCTHYHBIM
WJIH TIOJTHBIM OTBETOM ), BKJIFOYANIK B ce0s OTJENbHbBIE Cy4au UH(EKIUH, BBI3BAHHBIX 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.,
Bkitouas P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon spp.,
BijIrouast T. beigelii.

[TpoxeMoHCTpHUPOBaHA aKTHBHOCTH BOPUKOHA30J1a IN Vitr0 B OTHOIIEHUH KIMHHYECKUX IIITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. Poct OonbIIMHCTBA MITAMMOB NOAABJIAJICA IPU KOHOCHTpAUUAX BOPHUKOHA30JIa OT
0,05 MKr/MI1 10 2 MKI/MIL.

BeisiBiieHa TakKe akTHBHOCTh BOPHKOHA30J1a iN Vitro B otHomenuu Curvularia spp. u Sporothrix
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SPp., OTHAKO KJIMHMYECKOE 3HAUCHNE TaHHOTO 3{pheKTa HPGIERPOBATENEHOCTE 0003)

5.2. ®@apmMakoKHHeTHYeCKHe CBOHCTBA

OO01as xapakTEpUCTUKA

®apMaKOKMHETUYECKHME  MapaMeTpbl  BOPUKOHA30Jla  XapaKTepU3YIOTCS  3HAUUTEIbHOUN
MEXHHIMBUTyaJIbHOM BapHabeIbHOCTHIO.

dapMaKOKHHETHKA BOPUKOHA30JIa SIBISICTCS HEIMHEHHOM 32 CUET HACHIIICHHSI €T0 METa0O0IN3Ma.
[Tpy moBbILIEHNH 03Bl HAOMIONACTCA HEMPONOPLUUOHATIbHOE (00sIee BRIPaXKEHHOE) YBEIIMYCHUE
IJIOMIAU 1O KPUBOHM «KoHIeHTpanusa-Bpems» (AUCT). VBenudeHue mnepopaibHOM J03bI C
200 mr 2 pa3za B cytku 110 300 mr 2 pasza B cyTku npuBoauT K yBenuueHuto AUCT B cpeHeM B
2,5 paza. Bo3zeiicTBre BOpHKOHA30J1a TIPU ITPHEME BHYTPb Mo IIepKkuBaroteid 10361 200 Mr (uu
100 Mr mys manueHToB ¢ Maccoi Tena MeHee 40 KI') COOTBETCTBYET BO3ACHCTBHIO BOPUKOHA301a
[Py MPUMEHEHUH BHYTPUBEHHO B 1103¢ 3 Mr/kr. Ilpu mpueme BHYTph MOAIEPKUBAONICH 03B
300 mr (unu 150 mr Ui manueHToB ¢ Maccor Tena meHee 40 Kr) BO3JECTBHE COOTBETCTBYET
BO3/ICHCTBUIO BOPUKOHA30JIa ITPH BHYTPUBEHHOM MIPUMEHEHUH B J103¢ 4 MI/KT.

[Ipy BHYTPHBEHHOM BBEJCHWM WM TIPUEME BHYTPh HACHIAIONUX JI03 BOPHUKOHA30JIa
paBHOBECHAs KOHIIGHTpAIIHs JOCTUTaeTCs B TeueHue nepBbix 24 u. Ecnu npenapar HazHayvaroT 2
paza B CyTKM B cCpeAHMX (HO HE B HACBHIIIAIOMIMX) 033X, TO MPOUCXOIAUT KyMYJSIUS
BOPMKOHA30J1a, a PABHOBECHBIC KOHIICHTPAIIMHM TOCTUTAIOTCA K 6-My JHIO y OOJIBIIMHCTBA
MAIUEHTOB.

Abcopbrus

BopukoHa3on OBICTPO U TMPAKTUYECKH TMOJHOCTBIO BCACBIBACTCA TOCIE NpHEeMa BHYTPb:
MaKcHMasbHasi KOHLEHTpauus B mia3Me KpoBH (Cmax) 1ocTuraercs yepes 1-2 4 mocie npuema.
buonocTynmHOCTs BOPpUKOHA30J1a TIPH IpUeMe BHYTPb cocTaBisieT 96 %. [Ipu moBTopHOM npueme
¢ numeill ¢ OompmuM cogep:kaHueM XKUPOB Cmax 1 AUCt cHmxkarorcst Ha 34 % u 24 %,
COOTBETCTBEHHO. BcackiBaHe BOpHKOHA30J1a HE 3aBUCUT OT pH Kemy104HOro coka.

Pacnpenenenne

Cpennuii 00beM pacrpe/ie]IeHHsT BOPHKOHA30JIa B PABHOBECHOM COCTOSTHHUH COCTABIISIET OKOJIO
4,6 n/Kr, 4TO yKa3blBae€T HA aKTHUBHOE paclpe/ielieHne BOPHKOHA30jla B TKaHU. CBs3bIBaHUE C
OenKamMu I1a3Mbl KpOBU cOCTaBisieT 58 %o.

Bopukonazon mpoHukaer uepe3 remartodHiedanndeckuii O6apbep (I'Db) m ompenensercs B
CIIMHHOMO3TOBOH JKUIKOCTH.

Buorpancdopmarnus

CornacHo JaHHBIM HCCJIeTOBaHUM in vitro BOPHUKOHA30J1 MCTa6OJ'II/I3I/IpyeTC${ nod ASHCTBUEM

nzoepmentoB CYP2C19, CYP2C9, CYP3A4. BaxHyio pois B MeTa00IM3Me BOPUKOHA30Ja
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urpaet uzopepment CYP2C19, mposistonuii Bblpam'egﬁlﬁrﬁ—lEe;éﬁﬁﬁgg&ﬁﬂiéhgﬁbﬂd)'ﬁéﬂq, B

CBSI3M C YeM MOHIKEHHBIM METa0OIN3M BOPHKOHA30J7a Bo3MoxeH y 15-20 % mpencraButeneit
a3MaTCKOI0 IMPOUCXOXKACHUS U Y 3-5 % mpencraBuTesiell €BPOIEOMIHONM M HErpOMJIHOM pac.
Y CTaHOBJIEHO, UTO y MAIMEHTOB ¢ MOHWXKEHHBIM MeTabonn3MoM AUCT BOpHKOHA30J1a B CpeTHEM
B 4 pa3za BblIlie, YeM Y TOMO3UTOTHBIX MMAIIMEHTOB C BHICOKUM METa0O0IU3MOM. Y TeTepO3UTOTHBIX
MAIUEHTOB ¢ BICOKUM MeTabonmm3mom AUCT BOpHKOHA30J1a B CPEHEM B 2 pasa BHINIC, YEM Y
TOMO3UTOTHBIX.

OcCHOBHBIM MeTabOJIUTOM BOPUKOHA30JA sABIsETCS N-OKCHII, A0S KOTOPOrO COCTaBISET OKOJIO
72 % oT 00111ero KoJu4ecTBa HUPKYIUPYIOLUX B TUIa3Me KPOBU META0OJIUTOB C paAHOAKTUBHON
METKOU. ITOT MeTaboIuT 00J1a1aeT MUHIMAaJIbHON IPOTHBOTPUOKOBOM aKTHBHOCTHIO 1 HE BHOCHT
BKJIAJ] B KJIMHHYECKUN dP(PEKT BOPUKOHA30JIA.

DJIMMUHALNS

BopukoHa3on BBIBOAUTCS B BUJE META0OIUTOB IMocie OuoTpaHchopManvd B TIEUEHU; B
HEU3MEHEHHOM BH/JI€ IOYKAMHU BBIBOJUTCS MeHee 2 % OT BBEICHHOW J103bI IIpernapara.

[Toce MHOrOKpaTHOro NpuemMa BOPHUKOHA30Jla BHYTPb WM BHYTPUBEHHOI'O BBEJIECHUS B MOYE
obHapyxuBaetcs 0koso 83 % u 80 % 1036l penapara, COOTBETCTBEHHO. bosbIias yacts (> 94 %)
oOmieil 03bl BBIBOAUTCS B TEUEHHUE MEPBBIX 96 4 mocie mpuemMa BHYTPb M BHYTPHUBEHHOTO
BBEJICHUSI.

[Tepuon nonyBeiBeaenus (T12) BOpMKOHA3051a 3aBUCUT OT JI03bl U COCTABJISIET PUMEPHO 6 U TpU
npueme mnpenapara BHYTpb B 03¢ 200 mr. B cBsi3u ¢ HelIMHEHHOCTBIO (hapMaKOKWHETHKH
BelIM4YnHA T1/2 HE MO3BOJAET NPEACKa3aTh KyMYJISILUIO WK BBIBEICHUE BOPUKOHA30a.

IToyeyHas HETOCTATOYHOCTD

Ces3piBaHNe ¢ OelKaMH IIa3Mbl CXOJHO Y IMAIIMEHTOB C PAa3IMYHON CTEMEHBI0 TOYSHHON
HEJOCTATOYHOCTH. Y MAIIMEHTOB CO CPETHEN WU THKEION CTENEHBIO HApYIIeHHs! (YHKITHH TTOYEK
(KOHILIEHTpalusi KpeaTHHHHA B CBIBOPOTKEe > 220 MKMONb/I wiu 2,5 Mr/mn) HabmrogaeTcs
KYMYJISIITUSL BCIIOMOTATEILHOTO BEIIeCTBA - OeTanekca CcyiabhoOyTuiaTa HaTpus, BXOJAIIETO B
cocTaB JTHOo(HIN3aTa I IPUTOTOBJICHHS pacCTBOpa JIJIsT HH(Y3HIA.

[IeueHOYHAs HEAOCTATOYHOCTh

Hapymenne ¢yHKIIMM TIeYeHW HE BIMSAET Ha CBS3bIBAHME BOPUKOHA30JIa C OENKaMH IUIa3Mbl
KPOBH.

Cenenuii 0 papMaKOKHHETHKE BOPUKOHA30J1a Y TTAIIMEHTOB C TSKEJIBIM IIUPPO30M TMEeUeHH (KJ1ace
C no knaccudukanu Yaiina-I1e10) Her.

Hpyrue ocoOble rpyIIibl

Ion
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[Tpu MHOTOKpaTHOM MpHEMe BOPUKOHA30J1a BHYLPb Cmax'ﬁl AI-J&E‘; 3;:&5]331?5@:1@0;16;31)( }KeHH_II/IH

obutn Ha 83 % 1 113 % COOTBETCTBEHHO BBIIIIE, YEM Y 3/I0POBBIX MOJIOABIX MYykuuH (18—45 ner).
3HauuMbIX paziuuuid Cmax 1 AUCT y 340pOBBIX NOKHIIBIX MYKUYMH M 3JIOPOBBIX IOXHJIBIX
JKEHIIUH (> 65 5eT) Her.
PaBHOBecHast KOHIIEHTpaLlMs BOPUKOHA30JI1a B TIa3Me KpoBH Yy >keHIIUH Obia Ha 100 % u 91 %
BBIIIIE, YeM Yy MYX4YMH TIOCJI€ TpueMa mpemnapara B BUJe TaONETOK WIM CYCHEH3UH,
COOTBETCTBEHHO. HeoOX0IMMOCTH KOPPEKINHU 10361 BOPUKOHA30JIa B 3aBUCUMOCTH OT T10JIa HET.
Konnenrpanuu B miia3mMe KpoBU y MY>KUHH U KEHIIUH CXOIHBIL.
Bospacm
[Tpu MHOrOKpaTHOM IpHUEME BOPUKOHA301a B BUAE Ta0IeTOK BHYTPh Cmax 1 AUCT y 310pOBBIX
MOXKWIBIX MYX4HH (> 65 5tet) Ha 61 % 1 86% COOTBETCTBEHHO BBIIIIE, YEM Y 3J0POBBIX MOJOIBIX
MyxunH (18—45 net). 3naunmbix paznuuuil Cmax 1 AUCT y 310pOBBIX MOKUIIBIX JKEHILIHH (> 65
JIET) U 3J0POBBIX MOJIOIBIX KeHIuH (18—45 ser) Her.
[Tpodwmie Ge30macHOCTH BOPHUKOHA30J1a Y MOJOABIX M MOKWIBIX IAllMEHTOB HE OTIUYACTCS.
Heo0xoauMocTn KOppeKIuu 10361 BOPUKOHA30J1a B 3aBUCUMOCTH OT BO3pacTa HeT.

eTH
VY nereii ormedaercss Oomblnas BHYTPUHHAWBHUIYyajdbHAas BapHaOelbHOCTh, Y€M Y B3POCIBIX.
CpaBHeHHME AETCKOM M B3pOCIION MOMYJSUNA Mokazano, yto npeanonaraemas AUCT y nerei
MOCJI€ BBEJCHUSI HACHIIIAIOMICH 10361 9 MI/KT Oblla CpaBHMUMa C TaKOBOW Y B3POCIHBIX TOCIE
BBEJICHUS HachlLaromen 1036l 6 Mr/kr. Ilpeanonaraemas obmas KOHIEHTpaLus y AeTeil mocne
BBEJICHUS MOJJEP>KUBAIOIIEH 1036l 4 MI/KT B 8 MI/KT J1Ba pa3a B CyTKU ObLiIa TAaK)KE CpaBHHMA C
TaKOBOMH y B3pOCIIbIX MIOCTIE BBEJACHUS IIOIIEPKUBAIOLIEH 10361 3 MI/KT U 4 MI/KT JiBa pa3a B CyTKH.
KonmenTpamusi BOpHKOHAa30J1a P BHYTPUBEHHOM BBEJIEHUH B J103€ 8 MI/KT B JBa pa3a BHIIIE,
YyeM IpH MpueMe BHYTPh B 103€ 9 MI/KT.
buonoctynHocTh BOpMKOHA307a MpHU MpUEME BHYTPh Yy JeTell MOXeT OrpaHW4YMBATHCS
HapyIICHHEM BCAChIBaHUS M JIOCTATOYHO HU3KOW MAacCOM Tea B 3TOM BO3pAcTe U B ATOM ClIydae
MOYET OBITh IIOKa3aHO BHYTPHBEHHOE BBEICHHE.
[Tony4yeHHble TaHHBIE CBUIECTEILCTBYIOT O O0JIee BHICOKOH JIMMUHAIIMK BOPUKOHA30J1a y AeTeil
10 CPaBHEHHIO CO B3POCIIBIMHU B CBSI3U C OOJIBIIMM COOTHOLIEHHEM MACChl IEUEHH U MaccChl Teja.
VY OoNbIIMHCTBA IMOAPOCTKOB KOHIICHTpANWs BOPUKOHA30JIa B TUIa3Me€ KPOBH COOTBETCTBYET
ATOMY MOKa3aTe0 y B3pPOCIBIX IMAIIEHTOB. TeM He MeHee, OTMEUAIMCh MEHBIINE 3HAYCHUS
KOHIIEHTPALlMM BOPHUKOHA30JI1a B TIa3Me KPOBH Y HEKOTOPBIX MOJAPOCTKOB C HU3KOM Maccoi Tena
[0 CPAaBHEHMIO CO B3pOCJIBIMH M OBLIM OJMKE K 3HAUEHHUSIM TOTO JK€ IOKazaTels Yy JeTei.

OCHOBBIBAsICh Ha MOMYJISIITUOHHOM (hapMaKOKMHETHIECKOM aHaJN3€e, TIOIPOCTKH B BO3pacTe oT 12
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JUIS TIpUeMa y JETeu.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1. Hepeqeﬂb BCIIOMOraTeJbHbIX BEIIECCTB

Beranekca cynppoOyTriaT HaTpus

6.2. HecoBmecTUMOCTH

Bopuxonazon necoBmectuM ¢ 4,2 % pacTBOpOM HaTpusi THUApPOKapOOHATa, MO3TOMY €ro He
PEKOMEHAYETCsl MCIONb30BaTh B KadecTBe pacTtBoputens. COBMECTUMOCTh € APYTUMU
KOHIICHTPALUSIMH HAaTPUs THAPOKapOOHATa HEM3BECTHA.

[Ipenapar Bopukonazon-AMEJIAPT Henb3s BBOAUTH OTHOBPEMEHHO C MperapaTaMu KPOBH HIIH
pacTBOpaMH 3JEKTPOJMTOB BBICOKOM KOHIIEHTPALMU, Aa)XKe €CIH Uil MH(Y3U HUCIOIB3YIOTCS
OTJIECIIbHBIE KaTE€TEPHI.

Wn¢ysuto npenapara Bopukonazon-AME/IAPT ne cnenyer npoBoAUTh Yepe3 OJIMH KaTeTep WIn
KAHIOJIIO C JPYTMMHU JIEKAPCTBEHHBIMHU CPEACTBAMHU, BKIIFOYAsl IIpenaparsl JAJis NapeHTePaIbHOTO
nutanus (AmuHodysun 10 % Ilnroc). OmnHako, mpenapat MOXET BBOAUTHCS OJHOBPEMEHHO C
MIOJHBIM MMAPEHTEPAIBHBIM TUTAHUEM U C PACTBOPAMH 3JIEKTPOJIUTOB HEBBICOKON KOHIIEHTpALUU
yepe3 OTAEIbHBIE KaTeTePhl NN OTIEIbHBIN BXOJl MHOTOKAHAJIIBHOTO KaTeTepa.

JlaHHBII NE€KapCTBEHHBIM MpernapaT HE CIEeAyeT CMEUIMBAaThb C JAPYTUMH JI€KapCTBEHHBIMU

npenaparamMu, 3a UCKJIHOUYCHUEM YIIOMAHYTBIX B pa3aciic 6.6.

6.3. Cpox rogHocTu

JInodunmzat

3 roxa.

IIpUroToBIEHHLINA PACTBOD

["'oTOBBI K MPUMEHEHHUIO BOCCTAHOBJIEHHBIN pacTBOP: XpaHUTh IpH Temneparype ot 2 10 8 °C He

ooiee 24 yacos.

6.4. Oco0ble Mepbl PEAOCTOPOKHOCTH NPH XPAHEHUH
XpaHuThb npu Temreparype He Boiie 25 °C.

YcnoBust XpaHeHHUs TOCIIe Pa3BeICHUS JISKAPCTBEHHOTO TpernapaTa cM. B paszene 6.3.

6.5. XapakTep H coepxKaHMe YIAKOBKH
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npoOKON W 00XKaThli aTIOMUHUEBBIM KOJIIMAYKOM C IJIACTMACCOBOM TMPEIOXPAHUTEIHLHON
KPBILIKOW WK 6e3 Hee.

Ilo 1 (bJ'IaKOHy BMECTE C IMCTKOM-BKJIAABIIIEM ITOMEIIAIOT B IIAYKY M3 KapTOHA.

6.6.

JIEKAPCTBCHHOI'0 Ipenmapara Wit 0TX0A0B, IMOJYYECHHBIX MMOCJI€ MIPUMCHEHUS INperapaTa u

Oco0ble M€EPLbI NMpeaoCTOPOKHOCTH npu YHAUYUYTOKCHUH HCIIOJIB30BAHHOI'0

Apyrue MAHMMYJISLHMY € TPenapaTom
WHCTPYKIMS 10 NPUTOTOBICHUIO PacTBOpA Julst UHQY3Ui

Bopukonazon-AMEJIAPT

[Tpenapat BBIITyCKaeTCss BO  (UIakoHax sl OJHOKPATHOTO
npumeHnenus. Conepxumoe (hrakoHa BOCCTAHABIMBAIOT, pacTBOPAs B 19 M1 BOJbI 1711 UHBEKLIUH,
U noiy4aroT 20 M Mpo3payHOro KOHIEHTpPATa, COAEPIKAIEro BOPUKOHA30J] B KOHIEHTPALUU
10 mr/mn. Ecnu pacTBopuTens He MOCTyHaeT BO (JIakoH MOJ JeHCTBHEM BakyyMma, TO (IakoH
UCIIOJIb30BaTh HeNb3s. [lepes npuMeHeHrneM HeoOXOIUMBbIi 00beM KOHIIEHTparTa (CM. TalIuiry)
NpUOABJISIIOT K PEKOMEH/IlyeMOMY COBMECTHMOMY PACTBOPY st KHQY3HH (CM. HHXKE) U MTOTYYar0T

pacTBOp, CoACpIKAITUN BOPHUKOHA30J B KOHIIEHTpausax oT 0,5 mr/mi 10 5 Mr/mi.

Heobxooumvle o6vemvl konyenmpama npenapama Bopukonazon-AMEAPT 10 me/mn:

O0mwembl KoHIIEHTpaTa npenapara Bopukonazon-AMEJIAPT (10 mr/mi) ~
HEOOXOIUMBIC JJIsT TPUTOTOBIICHUS:
Macca Tena
(xr) JHo3a 3 mr/kr | Jlo3za 4 mr/kr | Jlo3a 6 mr/kr | Jlo3a 8 mr/kr | Jlo3a 9 mr/kr
(aucio (aucio (aucno (aucio (aucno

(1akoHOB) (1akoHOB) (1akOHOB) (1akoHOB) (1akoHOB)
10 - 4,0 ma (1) - 8,0 M (1) 9,0 M (1)
15 - 6,0 mu (1) - 12,0 mu (1) 13,5 mu (1)
20 - 8,0 mi (1) - 16,0 ma (1) 18,0 ma (1)
25 - 10,0 ma (1) - 20,0 mu (1) 22,5 M (2)
30 9,0 M (1) 12,0 mz (1) 18,0 Mz (1) 24,0 ma (2) 27,0 M (2)
35 10,5 mi (1) 14,0 mn (1) 21,0 mi (2) 28,0 mit (2) 31,5 M (2)
40 12,0 mi (1) 16,0 mu (1) 24,0 mi (2) 32,0 M (2) 36,0 M (2)
45 13,5 ma (1) 18,0 ma (1) 27,0 mit (2) 36,0 Mt (2) 40,5 mi (3)
50 15,0 mi (1) 20,0 mm (1) 30,0 mit (2) 40,0 mi (2) 45,0 mi (3)
55 16,5 mi (1) 22,0 mi (2) 33,0 mit (2) 44,0 mi (3) 49,5 mi (3)
60 18,0 ma (1) 24,0 mi (2) 36,0 mit (2) 48,0 mi (3) 54,0 m (3)
65 19,5 mi (1) 26,0 M (2) 39,0 M (2) 52,0 mi (3) 58,5 mi (3)
70 21,0 M (2) 28,0 M (2) 42,0 ma (3) - -
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75 25un2) | 30,0 mn(2) |_45.0 M1 (3) oo ord NPT 00
80 24,0 ma (2) 32,0 mi (2) 48,0 mi (3) - -
85 25,5 M (2) 34,0 M (2) 51,0 ma (3) - -
90 27,0 ma (2) 36,0 mi (2) 54,0 mu (3) - -
95 28,5 M (2) 38,0 mi (2) 57,0 ma (3) - -
100 30,0 M (2) 40,0 mi (2) 60,0 mi (3) - -

[Tpenapat Bopukonazon-AMEJIAPT, nuodmnusar mis OpUTOTOBICHHS KOHIGHTpaTa IJis
NPUTOTOBIICHUS PAacTBOpa s MHQY3Hi, MpeacTaBiseT co0oil cTepuibHBIA Tuopumm3ar 0e3
KOHCEPBAHTA, IIPEJHA3HAYECHHBIN 711 OJHOKPATHOIO IPUMEHEHUS.

KoHI1eHTpaT cieayeT gajee pa3BOJAUTh CICAYIONIMMU PACTBOPAMM:

- 0,9% pacTBOp HATpHs XJIOpUJIA sl BHYTPUBEHHOT'O BBEICHUS;

- pactBop PuHrepa nmakrara st BHyTPUBEHHOTO BBE/ICHHS,

- 5 % pacTBOp ACKCTPO3HI M pacTBOp PuHTEpa akTara Jjisi BHyTPUBEHHOTO BBE/ICHUS,

- 5 % pactBop AekcTpo3bl u 0,45 % pacTBOp HATpHUs XJIOpUA 1711 BHYTPUBEHHOTO BBEJICHUS;

- 5 % pacTBOp AEKCTPO3bI 17151 BHYTPUBEHHOTO BBEJICHUS;

- 5 % pactBop nexkctpo3bl u 0,15% pacTBop Kanus XJI0puaa Il BHYTPUBEHHOTO BBEJICHHUS;

- 0,45 % pacTBOp HaTpuUA XJIOpHUAA I BHYTPUBEHHOT'O BBEICHHS;

- 5 % pacTtBop AekcTpo3bl u 0,9 % pacTBOp HATpHs XJIOPHUAA i1 BHYTPUBEHHOTO BBEIACHHUS.
Yrunuzauus

Hewcrons30BaHHEIN Tpenapar Wi OTXOJIbI CIIEAYET YHHUTOKATh B COOTBETCTBHH C MPUHSATHIMU

IpaBUJIaMU 110 0OpAIIEHUIO ¢ TPOTUBOTPHUOKOBBIMU MpeNapaTaMu.

7. JAEPXKATEJIb PETUCTPAHMOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns

000 «<AMEZIAPT»

109316, r. Mocksa, Boarorpaackuii mpocnexT, 1. 42, k. 24, stax 2, koM. 11.1
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec snekTpoHHO# mouThl: info@amedart.ru

7.1. IlpeacraBuTeb AeprKaTeJIsl perHCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3un HOTD66I/ITCJICI71 HalnpasJIATH 110 aApECyY.

Poccuiickas ®@enepanns
000 «<-AMEJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnexT, 1. 42, k. 24, atax 2, kom. 11.1
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Ten.: +7(495)-741-46-65 (MOCNEOOBATENEHOCTE 0003)

Daxc: +7(495)-741-46-65

Anpec snekTponHo# moutsl: info@amedart.ru

8. HOMEP PETUCTPALHMOHHOI'O YAOCTOBEPEHUSA

9. JATA TEPBUYHOM PETUCTPAIIMA (ITOJATBEPKJIEHUSA PETUCTPAIINY,
HEPEPEIUCTPALINN)

Jlara nepBoii peructpanuu:

10. JATA HIEPECMOTPA TEKCTA

OO6mas xapakTepucTUKa JiekapcTBeHHOro mnpemnapata Bopukonazon-AMEJIAPT noctynna Ha

MHPOPMALIMOHHOM TIOpTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HWH(POPMALMOHHO-

KoMMmyHHKaroHHo# cetu «Mutepuer (https://eec.eaeunion.org)».
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