COOTBETCTBYET - -'I-I"EF'TH oMY OTYUETY
oT 26.12.2023

OBIIASI XAPAKTEPUCTHKA JI EKAP&*BEWﬁﬁ?ﬁrfﬁﬁﬁﬂKPAﬂ

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Bopuxonazon, 200 mr, auodumusar Ui MPUTOTOBIICHUS KOHIIGHTPATa YISl MPUTOTOBJICHUS

pactBopa ISl HUHPY3HIA.

2. KAYMECTBEHHBINA 1 KOJTMYECTBEHHBINA COCTAB

JelicTBytoliee BEIECTBO: BOPUKOHA3OJI.

Kaxnpriii ¢paaxon cogepxut 200 Mr BopukoHaso1a.

Kasxxnprit Mt koH1IeHTpaTa coaepxkuT 10 Mr BopukoHaszosa.

BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: Hatpui (cM. pazzaen 4.4.).

[TonHbIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEJIEH B pasee 6.1.

3. JEKAPCTBEHHAA ®OPMA
JInounusar A IPUTOTOBJICHUS KOHIIEHTpATA ISl IPUTOTOBJICHUS PACTBOPA I HHPY3HUH.
[lnotHas  nuodwIM3MpoOBaHHAass  Macca WM CMECh  IUIOTHOW M pPacKpOIIEHHON

JII/IO(I)I/IJII/IBI/IpOBaHHOP'I Macchl 0€JI0r0 MU IMOYTH OEI0T0 OBECTA.

4. KIMHNYECKUE JAHHBIE
4.1. IToxka3zaHusi K NPUMEHEHUIO
[Tpenapat BopukoHa3oi1 IpuUMeEHsIETCA y B3pOCIbIX U JETEH cTapiie 2 JET 110 MOKa3aHUsIM:
e lHBa3uBHBII acEpruIvies.
e Kannunemus y mariueHToB 0€3 HEHTPOIICHUH.
e Tsoxenble HHBa3UBHbBIC KaHIUI03HbIC HH(eKK (BKIrouas C. krusei).
e Kanaunos nuiesona.
e Tspkenble rpuOKoBbIe MHDEKIHH, BhI3BaHHBIE Scedosporium spp. u Fusarium spp.
e Jlpyrue TsKelble WHBAa3UBHbIE T'PUOKOBbIE HHQPEKUHUHM NIpU HENEPEHOCHUMOCTH WIIU
pedpaKTEpPHOCTH K IPYTHM JIEKAPCTBEHHBIM CPEICTBAM.
e IlpodumiakTuka «IIpOPBHIBHBIX» TPUOKOBBIX HHQEKIUN y MalUEHTOB CO CHUKXEHHOMN
GbyHKIIMEe UMMYHHOH CUCTEMBI, TUXOPAJIKONH U HEUTPOTIEHUEHN, U3 TPYIIN BHICOKOTO pUCKa
(peuMIUeHThl TPAHCIUIAHTAIIMM TEMOIMOITHYECKUX CTBOJOBBIX KIIETOK, IAllUEHTHI C

pELUIUBOM JIEIK032).
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e [IpodpunakTuka MHBa3UBHBIX T'PUOKOBBIX MH(EKIUH y MAalMEHTOB TPYIIBI BBHICOKOTO

PUCKA, TAKUX KaK PCHUIIMCHTBI TPAHCIINIAHTAlIUU I'CMOIIO3TUYCCKUX CTBOJIOBBIX KJICTOK.

4.2. Pe:kuM 103UPOBAHUS M CITOCO0 NMPUMEHEHUs

PexxuM J103upoBaHus

[Tpennapatr BopukoHa301 HE pEeKOMEHIYETCsl BBOJIUThH B BHUE OOJIFOCHBIX MHBEKLUMH (CTPYIHO).

Cxopoctb HH(]Y3UH HE TOJDKHA MPEBHIIATh 3 MI/KI/4 B TedeHue 1-3 4.

[lepen Hayanom Tepanuu HEOOXOIUMO OTKOPPEKTHPOBATH TAKHE JJIEKTPOJIUTHBIC HAPYIIEHUS,

KaK TMIIOKATIMEMUSs], THIIOMArHUEMHUs U TUIIOKaJIbIieMust (cM. paszen 4.8).

Bspocnvie

Haznauenue [npcriapara BOpI/IKOHaSOJ'I CJICAYCT HAYUHATb C BHYTPUBCHHOI'O BBCIACHHA B

PEKOMEHIyeMOW HACHIIIAIONIEH [03€, YTOOBl YyXKe B TMEPBbIM JEHb JOOUTHCS aJeKBATHOU

KOHIOCHTpAalIUX B IJIa3ME KPOBHU. BHYTpI/IBeHHOG BBCACHUC CJICAYCT POAOJIKATh KaK MUHUMYM

7 nHEH, mocie 4ero BO3MOXKEH MEepexo/l Ha MEepOpalibHbIM IpUeM Ipenapara, Ipu yCIOBUHU, UYTO

MNAIUEHT CIOCOOEH NPUHUMATh JIEKApCTBEHHBIE CpPEACTBA JJs IpPUEMa BHYTpPb. YUMUTHIBas

BBICOKYIO OMOIOCTYITHOCTB ITperapara pu npuemMe BHYTpPb, J0CTUTAONIYI0 96 % (cM. pasnen 5.2),

IIpHU HAJIWYUU KIMHUYCCKUX MMOKa3aHU MOKHO NEepexXoanuTb ¢ BHYTPUBCHHOI'O Ha IMEPOPAIIBHOC

IPUMEHEHUE Ipenapara 6€3 KOppeKLUUU J03bl.

B Tabnuue npuBeaeHa noapoOHas nHGopMalys 1o Jo3UpOBaHUIO NpenapaTa Bopukonasou:

T'pYIIIBI BEICOKOTI'O pUCKA, TAKUX KaK

Kaxkaple 12 4

BnayrpusenHno Buytps
TTanenTs! C ITaneHTEI C
Maccoi Tena Maccou Tea
40 xr u Ooiee meHee 40 xr
Hacreimaromas mo3a —  Bce 6 MI/KT He He
nokazanus (nepssie 24 1) KaxJple 12 9 PEKOMEHYETCA | PEKOMEHIYETCS
[TognepxuBaromias 103a (1Mocie nepsbix 24 )
[Tpodunaktuxa WHBa3WBHBIX
IpUOKOBBIX MH(PEKUUN Yy MalleHTOB
(B3pocibIX u geTeit crapmie 12 mer) 3-4 mr/kr 200 mr 100 mr

Kaxxaple 12 4

Kakaple 12 4
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PELMIIUEHTHI TPaHCIUIAHTALlUH (MOCNEOOBATENHOCTE 0004
TeMOITO3THYECKUX CTBOJIOBBIX
KJIETOK / npodrrakTuka
«IIPOPBIBHBIX» rpUOKOBBIX
nHpeKImii y JTUXOPAISAIIIX
MAIMEHTOB
HNuBa3uBHbIM acrieprusuies /
nHpeKuu, BBI3BaHHBIE 4 Mr/xr 200 mr 100 mr
Scedosporium spp. u Fusarium spp. / | xaxneie 12 1 Kaxplie 12 1 Kaxpie 12 1
Ipyrue  TsOKENble  WHBa3HBHBIC
rpuOKOBBIC HHPEKIIUN
Kanmunemuss 'y mamueHTtoB  6e3 3-4 mr/kr 200 mr 100 mr
MPOSIBJICHUN HEUTPOIICHUH KaxJple 12 4 Kaxple 12 9 KaxJple 12 9
Kanauno3 numesBoaa He ycranoBieno 200 mr 100 mr
Kaxaele 12 g Kaxaple 12 g4

110060p 00361 01151 BHYMPUBEHHO20 88E0EHUS

[Tpu HegocTaTouHOM 3(h(HEeKTUBHOCTH JIeUSHHUsI TTOAIEP>KUBAIOIIas 103a penapaTta BopukoHaszon
JUIsL BHYyTPUBEHHOTO BBEJCHUS MOKET OBITh yBenu4eHa 110 4 Mr/kr kaxapie 12 4. Ecnu manueHT
HE TICPEHOCHT TIperapaT B BBICOKOU J103€, €€ CHUKAIOT JI0 3 MI/KT KaxK/bie 12 4.

JMUTeNnbHOCTD JIeYEHUsI JOJDKHA OBITh KaK MOXHO KOpOYE€ B 3aBUCHUMOCTH OT KJIMHUYECKOTO
saddekTa U pe3ynpTaTOB MUKOJIOTUYECKOTO HCCleA0BaHus. JITUTENbHOCTh JICYSHHs HE JTOJDKHA
npeBbimath 180 qHe.

Ipogpunaxmuxa

[IpodunakTryeckoe NMpUMEHEHHE Tpernapara clieyeT HayuHaTh B JEHb TPaAHCIUIAHTAIlUU U
MO>HO TpogoikaTh 10 100 nueit. [Ipoanute npodunaktuxy a0 180 gHE mocie TpaHCIIaHTaIluN
MO>KHO TOJIBKO B CIIy4ae MpOJOHKEHHUS] UMMYHOCYIIPECCUBHOM T€panuu UiW pa3BUTUS PEAKLIUU
«rpa”cmianTaT npoTuB xo3siuHa» (TI1X). bezonacHocTs U 3G (HEeKTUBHOCTH BOPUKOHA30JIA MPU
npumeHenun Oosiee 180 nHEW B KIMHWUYECKUX HCCIIENOBAHMIX HAIJICKAIIUM 00pa3oM He
M3ydannch. PeXUM 103WpOBaHUS C METbI0 MPOGUIAKTUKH TaKOH K€, KaK U C IEJIbI0 JICUCHUS B
COOTBETCTBYIOIIMX BO3PACTHBIX TPyIMax.

Oco0bIe I'pynnbl DaNMCHTOB

Tlayuenmul ¢ napywenuem QynKyuu novex

VY manuMeHToB CO CpeAHEW WM TSHKEIOW CTEMEHBI0 TMOYEUHON HEJIOCTATOYHOCTH (KIUPEHC
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KpeatnHuHA < 50 MJI/MUH) HaOMIOAACTCS KyMYJISIIHS BCI&%;JI%%%%;I%T%H%;I¥§%;¥I%£)3T3

Oeragekca cynbpoOyTmiaTta HaTpus. TakuM mMmanueHTaM mnpemnapar BopukoHazon ciemyer
Ha3HA4aTh BHYTPb 32 HCKIIOYCHHUEM TEX CIy4yaeB, KOTJa MperoiaraeMas 1mojib3a BHyTpUBEHHOTO
BBEJICHUS MPEBHIIIAET NOTEHIUATbHBIN pUCK. B MOMT0OHBIX CUTyalMsaX HEOOXOAUMO PETYJISIPHO
KOHTPOJIMPOBATh KOHILEHTPALMIO KPEaTHHHHA U B CIy4ae €ro IMOBBILICHUS CIEAYeT 00CYIUTh
BO3MOXKHOCTb IE€pPEX0/ia Ha IIPUEM BOPUKOHA30J1a BHYTPb.
BopukoHa3on BBIBOAWTCSA B XOJi€ TeMoJIuain3a ¢ KiupeHcoMm 121 mu/MuH. 4-4acoBoW ceaHC
reMouain3a He IPUBOIUT K yIaJICHHUIO 3HAYUTEIbHOM YacTu J03bl BOPUKOHA30J1a U He TpedyeT
ee koppekuuu. beranekca cynboOyTunatT HaTpus BHIBOJAUTCS B XOJI€ T€MOIMAIN3a C KIUPEHCOM
55 mi/mMuH.
THayuenmoi ¢ HapywieHuem QYHKYuU neveHu
[Tpu ocTpoM MOBpEKACHUN TIEYSHHU, TPOSBISIONIEMCS TOBBIIIEHUEM aKTUBHOCTH «TI€YEHOYHBIX)
TpaHcamuHa3: anaHuHamuHoTpaHchepassl (AJIT) u acmapraramunorpancdepassl (ACT),
KOPPEKIIHsI 103l HE TPEOYETCsI, HO PEKOMEH TyeTCs TPOA0IDKATH KOHTPOJIb IOKa3aTesnel QyHKIuu
NICYCHH.
[TarueHTaM ¢ JIETKUMU WU CPEAHETSHKENBIMU HApYIIEHUSIMU (PYHKIMH TeueHu (kinaccel A u B
no kiaccudukamuu Yainn-Ileto) ciaemyer Ha3HayaTh CTaHJAPTHYIO HACBIIAIONIYIO JI03Y
npenapata BopukoHasod, a moiepKuBaromIylo 103y CHUKATh B 2 pa3a. [larmentam ¢ Tsoxenon
CTeneHbl0 HapymeHus ¢pyHkuuu nedeHu (xkmacc C mo knaccudpukanun Yaitna-Ilero) npemapar
Bopukonason cienyer Ha3HauaTh TOJIBKO B T€X CIydyasx, KOTJa OXHaaeMas Mojib3a MpPEeBbIIIaeT
BO3MOYHBIH PUCK, ¥ IIOJ] TOCTOSITHHBIM KOHTPOJIEM C LEJIbIO BBISBJICHUS PU3HAKOB TOKCUUECKOTO
JIEWCTBUA Mpenapara.
Ilayuenmul nodxxcunoco 6o3pacma
Koppekiuu 10351 y MOXKUIBIX JTH0/IeH He TpeOyeTcs.

eTu
Jemu 6 6o3pacme om 12 0o 14 nem c maccoti mena 50 ke unu 6onee u 6 gozpacme om 15 0o 18
Jlem He 3a8UCUMOCTU 0N MACChbl meid
PexxuM 103MpOBaHMs COOTBETCTBYET PEKUMY J03UPOBAHUS Y B3POCIIBIX.
Pesxcum 0ozuposanus eopuxonazona y oemeti 8 6ospacme om 2 0o 12 nem u noopocmkos 8

sospacme om 12 0o 14 nem u maccoii mena menee 50 xe:

BryTpuBeHHO BryTtps
Haceimaronias nosa 9 mr/kr kaxapie 12 u He pexomennyercs
(nepBbie 24 u)
[TopnepxuBaromas 103a 8 MI/KT 2 pasa B CyTKH 9 MI/KT /1Ba pa3a B CyTKH
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(mocne nepBbIX 24 y) (MOCTTE *-k'MEkchﬁlaﬁﬁﬂaﬁ ,ulos"d"35bl Mr

JIBa pa3a B CyTKH)

Tepamnuio pekoMeHAyeTCS HAUMHATHh C BHYTPUBEHHOI'O BBEACHHUS Ipenapara, a BO3MOKHOCTh
NEpOpaJIbHOrO IpUeMa IpenapaTta BopukoHaszosn cienyer paccMaTpuBaTh TOJIBKO IOCIIE
KIIMHUYECKOTO YIIYUIICHUS ¥ BO3MOXXHOCTH TAI[eHTa TPHHUMATD TIEPOPATIbHBIC IEKAPCTBCHHBIE
CpeacTBa.

CrnenyeT npuHUMaTh BO BHUMaHUE, YTO BO3/ICHCTBUE IIperapara py BHYTPUBEHHOM BBEJICHUU B
J03¢ 8 MI/KT PUOTU3UTENHHO B J[BA pasa BhIIIE, YeM IIPH MPUMEHEHUH BHYTPb B 103€ 9 MI/KT.
[TpuMeHeHne BOPUKOHA30J1a y IeTel B Bo3pacTe oT 2 110 12 jieT ¢ HapylIeHUusIMH (yHKIIUU TEYSHU
WM [I0YEK HE U3Y4aJioCh.

Ilemu om 0 0o 2 rem

DddexTuBHOCTD M Oe30MacHOCTh npenapara BopukoHa3on y aereid B Bo3pacte ot 0 g0 2 yiet He
YCTaHOBJIEHBI.

Koppexyus 0031

[Ipu HeanekBaTHOM KIMHUYECKOM OTBETE MAI[MEHTa, 032 MOXKET OBbITh YBEIUYEHA C IIaroM
1 mr/kr (wmm 50 M B citydae, eciii U3Ha4allbHO IPUMEHSIITH MaKCUMAIbHYIO IIEPOPATBHYIO 103y
350 mr). B cniydae, ecnu peOEHOK HE TIEPEHOCHT JIEYEHUE, MOKHO CHU3UTH 7103y BOPUKOHA30J1a C
mrarom Mr/kr (wian 50 Mr B cllydae, €Clid U3Ha4yaabHO MPUMEHSIIM MaKCUMAIbHYIO TIEPOPATIbHYIO
o3y 350 mr).

Criocob nnpuMeHeHus

Buyrpusenno uH¢pysunonHo. IIpemapat BopukoHa3on He peKOMEHIyeTcs BBOJUTh B BHJIE
OOJIFOCHBIX HHBEKIMH (CTPYHHO). CKOPOCTh MH(PY3UHU HE JOJDKHA MIPEBBILIATh 3 MI/KI/4 B TEYEHHE
1-3 u. Ilepex HavasoM Tepanuu HEOOXOAUMO OTKOPPEKTUPOBATh TaKUE DIEKTPOJIUTHBIE
HapyLEHHUs KaK TUIOKAJIMEeMUsl, THIIOHATPUEMHUSI U TUTIOKaIbIeMus (cM. pazjen 4.8).

NHcTpyKIuy mo mpuroTOBJICHUIO JIEKAPCTBEHHOTO TIpernapara rnepei IpUMeHEHHUEM CM. B pasjienie

6.6.

4.3. IlpoTuBONOKa3aHUS
e ['unepyyBCTBUTENBHOCTh K BOPHUKOHA30Jy W/WIM K JIOOOMY U3 BCIIOMOTraTelbHBIX
BEILIECTB, IEPEUUCIIEHHBIX B pazjeine 6.1.
e OpHOBpeMeHHOe mpuMeHeHue ¢ cyOctpatamu m3odepmenta CYP3A4: rtepdhenanu,
aACTEMH30J1, Hu3anpua, NMUMO3WaA, XUHUIAWH HIIN I/IBa6paJIHH, IMOCKOJIBKY IOBBIIICHHBIC

KOHICHTpAUKX O3THUX JICKAPCTBCHHBIX CPEACTB B IINIa3M€ KPOBHU MOI'YT IPUBCCTH K
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TaXUKapAHU 110 TUITY «mupy3T» (torsades de pointes) (cm. paznen 4.5).

OpHOBpeMEHHOE TNpUMEHEHHE ¢ pudaMOUIMHOM, KapOamMa3emuHOM M JJIUTEIBHO
neicTByromuMu  O6apoutyparamu  (peHoOapOuTail), MOCKOJBKY JTH JIEKapCTBCHHBIC
CpEICTBAa MOT'YT 3HAUUTEIbHO CHU3UTh KOHIEHTPALMIO BOPUKOHA30JIa B IJIa3Me KPOBU
(cm. paznen 4.5).

OpHOBpeMeHHOE TpUMEHeHHe ¢ pupadbyTuHOM, Tak Kak pu(aOyTUH 3HAYUTEIHHO
CHI)KAaeT KOHLIEHTPAIMI0 BOPUKOHA30JIa B IUIa3Me KpoBH (cM. pasnen 4.4, moapasnuern
«Oco0ble ykazaHus» u pazzen 4.5).

OpnHoBpemMeHHOE puMeHeHue ¢ 3dasupenzoM B qo3ax 400 mr u Beimie 1 pa3 B cyTku (c
BOPUKOHA30JI0M B CTaH/JIAPTHBIX J[033X ), TOCKOJIBbKY 3()aBUPEH3 B ATHUX J03aX 3HAUYUTEIILHO
CHIDKAeT KOHIICHTPALMIO BOPHKOHA30Jla B IDIa3Me€ KpOBH. BopHKoOHAa30m Tarke
3HAUUTENBHO YBEIMYMBAET KOHIICHTPAIUIO A(paBUPEH3a B I1a3Me KpoBHU (cM. pazzaen 4.5).
OpnHOBpeMEHHOE TPUMEHEHUE C PUTOHABUPOM B BBICOKUX J103aX (400 Mr u BbIie 2 pas3a B
CYTKH), TMIOCKOJIbKY PUTOHABUP 3HAYMTEIHFHO CHUKAET KOHIICHTPAIMIO BOPHMKOHA30Ja B
1a3Me KpoBHU B 3TOH A03€ (cM. pa3zaen 4.5).

OnHOBpeMEHHOE  TMPHMEHEHHE  C aJIKaJIONWZ]AMA  CIIOPBIHBM  (3PrOTaMHUH,
JUTUAPOIPTOTaMUH), sBIstoMxcsi cyoctpatamu m3odepmenta CYP3A4, mockonbky
NOBBIIIEHHAsT KOHLUEHTPAIHMsI 3TUX JIEKAPCTBEHHBIX CPEJICTB B IUIa3ME€ KPOBU MOXKET
MPUBECTHU K 3proTu3my (cm. pazzaen 4.5).

OnHOBpeMEHHOE MPHUMEHEHHE C CHPOJUMYCOM, IIOCKOJIbKY BOPHUKOHA30J MOXKET
3HAYUTEIbHO YBEIWYHUTD [UIa3MEHHBIE KOHLIEHTPAIMK cuposiuMyca (cM. paszaen 4.5).
OnHOBpeMEHHOE MPUMEHEHHE CO 3BepO00eM IMPOABIPSBICHHBIM (MHIYKTOpP LIUTOXpOMa
Paso m P-rmukomnporenHa) (cM. pasznen 4.5).

OpnHOBpeMEHHOE MpPHUMEHEHHE C HAaJOKCErojoM, TaK KaK BOPUKOHA30] MOXKET
3HAYUTEIbHO MOBBIIIATH IJIA3MEHHBIE KOHIIEHTPALUK HAJIOKCEroya, YTO MOXET BbI3BaTh
CHUMIITOMBI OITUOUTHOM aO0CTUHEHIINH (CM. pa3fen 4.5).

OnHOBpEeMEHHOE MTPUMEHEHHE C TOJIBANTAHOM, TaK KaK BOPHKOHA30JI MOXKET 3HAUYUTEIILHO
MOBBINIATH IJIA3MEHHBIE KOHIICHTPAIIMK TOJIBanTaHa (cM. paszaen 4.5).

OpmHOBpEeMEHHOE NMPUMEHEHHE ¢ BEHETOKIIAKCOM B Havalle MPUMEHEHUS] BEHETOKIIaKca 1
BO BpeMsi (a3bl TUTPOBAHUSI JIO3BI Mperapara, Tak KaKk BOPUKOHA30JI, BEPOSTHO, MOXKET
3HAYUTEIBHO TIOBHINIATH TUIA3MEHHBIE KOHIIEHTPAIIMM BEHETOKJIAKCa W PUCK PAa3BUTHS
CHHJIpOMa JIM3uca onyxouu (cM. pazaen 4.5).

OIIHOBpCMeHHOC IMPUMCHCHUC C JIypasuJOHOM, TaK KaK O3TO MOXKCET IMPUBECTU K
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CEpbE3HBIX HEXKENATEIbHBIX peakuuil (cM. paszaen 4.5).

4.4. OcoOble ykazaHHMsl M Mepbl NPeI0CTOPOKHOCTH NIPH NIPUMEHEHUH

C 0CTOPOKHOCTBLIO

['Mnep4yBCTBUTEIBHOCTD K IPYTUM IIpErapaTam - IMPOU3BOJIHBIM a30JI0B.

Tspkenast cTeneHb HEIOCTATOYHOCTH (YHKIUHM IEYEHH, TSHKETas CTENeHb HEI0CTaTOYHOCTH
(GyHKINU TTOYEK.

BopukoHa3on cieayer NPUMEHSATh C OCTOPOXKHOCTHIO Y MAIMEHTOB C HPOAPHUTMHYCCKHMHU
COCTOSTHHSIMHU: BPOJKICHHOE WJIH MPHOOpPETEHHOE yBeanueHne uarepaina QT, kapanoMuonaTus,
B OCOOCHHOCTH C CEpJCYHONW HEIOCTATOYHOCThIO, CHUHYCOBas Opaaukapius, HaJIUYUe
CHUMIITOMATHYECKON apUTMHH, OJHOBPEMEHHBIN MPHUEM MPENapaToB, BHI3bIBAIONIINX Y/UITHHCHHE
uaTepBania QT (cm. mompazaen «OcoOble yKazaHus»).

Takke cremyeT CcOOMIOAaTh OCTOPOKHOCTh TPH TPUMEHEHHWH mperapara BopukoHa3on y
HAIUEHTOB C AJIEKTPOJIMTHBIMU HAPYIICHUAMH, TAKUMH KaK: TUIIOKAINEMHUS, THIIOMArHUEMHS |
THITOKATBIIAEMHSL.

Oco0ble yKa3auus

B3sTe Marepuana Ui [OCeBa W JPYruX J1abOpaTOpHBIX HCCICIOBaHUIl (ceposorus,
THCTOIATOJIOTHS) C LENbIO BBIICIICHUS U UACHTU(DHUKAMU BO30YyIHUTENCH CIEAYeT IPOU3BOIUTH
70 Havana JieyeHus. JleueHHe MOXXHO Ha4aTh 10 TOJYYCHHS pE3yJbTaTOB JIAOOPATOPHBIX
uccienoBanuii. OHAKO TMOCIE TONYYCHUsST STHX PE3yJbTaTOB HEOOXOJUMO CKOPPEKTHPOBATH
IPOTHBOTPUOKOBYIO TEPAIHIO.

K Buagam, Hamnbonee 4acTo BbI3bIBAIOIIMM HH(EKIHH y yenoBeka, otHocsates C. albicans, C.
parapsilosis, C. tropicalis, C. glabrata u C. krusei, mpu 3TOM a7 BCeX HHUX MHHHMAaJbHas
noaasssitonas konuentparus (MIIK) Bopukonaszona oObI9HO cocTaBisieT MeHee 1 Mr/mit.
OnHako in VItro akTHBHOCTH BOPHUKOHA30Ja MHPOTHB TpuOOB pasHbix BuaoB Candida He
onuHakoBa. B wactHoctn, MIIK BoOpukoHa30ma il yCTOHYHMBBIX K (DIYKOHA30JIy H30JIATOB
C. glabrata nponoprronansHo Beiiie, weM MITK ist H3051TOB, 9yBCTBUTEIBHBIX K (DIyKOHA30ITY.
B cBsi3u ¢ aTim, rpudku poga Candida cinemyer Bo BceX BO3MOKHBIX CIy4asX HICHTUPHIUPOBATH
10 ypOBHS BHAa. IIpu BO3MOXHOCTH OMNPENCIICHUS UYYBCTBUTEIBHOCTH TpPUOOB K
IPOTHBOTPUOKOBBIM TIpenaparaM mojiydeHHble 3HaueHuss MIIK ciemyeT WHTEpIpeTHpoOBaTh C
UCIIOJIb30BAHUEM ITOPOTOBBIX KPHUTEPHUEB.

BeigenieHbl  KJIMHUYECKAE  MITAMMBI  MHKPOOPTaHM3MOB,  OOJNaJaroIiie  TOHWKEHHOU

YYBCTBUTCIIBHOCTBIO K BOPHUKOHA30ITy. O)IHaKO IIOBBIIIICHHBIE MHUHHUMAJIBHBIC ITIOAABJISAIOIIINEC
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U3BECTHBI CJIy4ad, KOTJa BOPHUKOHA30J ObLIT A(PQPEKTHUBEH y MALUEHTOB, HWHQUIIMPOBAHHBIX
MHUKPOOPTraHU3MaMH, YCTOMYUBBIMU K APYTHM a30J1aM.
OLeHHUTH KOPPEISILNIO MEXKTy aKTUBHOCTHIO BOPHKOHA30J1a B YCJIOBUSX N VItro ¥ KITMHUYECKUMH
pe3yibTaTaMH JICYEHUS TPYIHO, YUUTBIBAs CIIO)KHOCTb IallMEHTOB, KOTOPBIX BKJIKOYAIM B
KJIMHUYECKHE wuccieqoBanus. llorpaHuuHble KOHIIGHTPALMM BOPUKOHA30Ja, MO3BOJISIOIINE
OLICHUBATh YyBCTBUTEIBHOCTh K 3TOMY IIpENapary, He yCTAaHOBJICHBI.
HeoicenamenvHvie asnenus co cmoponvl cepoedno-cocyoOucmou CUcmembl
[IpuMeHeHHe BOPUKOHA30J1a CBSI3aHO € yIUIMHEHHeM uHTepBasia QT Ha snekTpokapauorpamme,
YTO COMPOBOXKIACTCS PEAKHUMH CITydasiMH MEPLAHHI/ TPETIETaHMsI )KETYIOUKOB Y TSHKEIT000IbHBIX
NAllMeHTOB C MHOXECTBEHHBIMH (DakToOpaMH pHCKAa, TaKUMH KaK KapAHOTOKCHYECKas
XUMUOTEpanus, KapJuOMHUOIATHs, TMIIOKAIUEMUS U COITYTCTBYIOIIAs Tepanus, KOTOpble MOTJIN
CHOCOOCTBOBATh PA3BUTHUIO IAHHOT'O OCJIOKHEHHUS.
BopukoHa3on ciemyer ¢ OCTOPOXHOCTHIO MPHMEHSATh Y MAIMEHTOB CO  CIEAYIOIIMMU
MOTEHIMAIHHO MPOAPUTMUIECKUMHU COCTOSTHUSIMHU:

® BPOXIECHHOE WM IPUOOpEeTeHHOE y/uInHeHne naTepBasia QT;

®  KapJIMOMHOIIATHsI, 0COOEHHO B COYETAaHUH C CEPACYHON HEJOCTATOYHOCTHIO;

e CHUHYCOBas OpaauKapIus;

® CYIIECTBYIOILIME APUTMHUH C KIMHHYECKIMH MIPOSBICHUSIMH;

® OJHOBPEMEHHOE INPUMEHEHHUE JIEKAPCTBEHHBIX MPENaparoB, yIIMHAIOMUX uHTepBal QT

(cM. pazzen 4.5).

DJEeKTPOTUTHBIE HAPYIICHHS, HAIIPUMED, TUTIOKATHEMHUI0, THTIOMAarHUEMHIO U TUTTOKAITBITHEMUIO,
pyu HEOOXOJIMMOCTH, CIEIyeT KOHTPOJIMPOBATh M YCTPAHATH 10 Hadalla U BO BPEMs TEparuu
BOPUKOHA30JI0M.
[Tpu uccnenoBaHUM Ha 370POBBIX JOOPOBOJBIAX BIMSHMUSA BOpPHKOHA30Jia Ha uHTepBas QT Ha
anekTpokapauorpamme (OKI') mpu npruMEeHEHHUU OIHOKPATHBIX 03, MPEBHIMIAIOIIUNX OOBIYHYIO
JTHEBHYIO J103Y HE Oosee, 4eM B 4 pasa, OblJIO YCTAHOBJICHO, YTO HU Y OJTHOTO U3 UCTIBITYEMBIX HE
Habromanock noBeimeHus naTepBaia QT Ha 60 wim O6osee Mcek OT HOpMBL. Taxke HU Y OJJHOTO
U3 UCTIBITYEMbIX He HAaOJI01aI0Ch TOBBIIIEHHUS HHTEpBala BhIE KIMHUYECKH 3HAYUMOT0 IOpora
B 500 Mcek.
I'enamomoxkcuunocmo
YacToTa KIMHUYECKH 3HAYMMOTO TIOBBINICHHUS AKTUBHOCTH «IICUYCHOYHBIX» TpaHCaMUHA3 Y
NalMEeHTOB, TIOJIyYalolIMX BOPUKOHA30J, cocTaBiuseT 13,4 %. B OonblIMHCTBE cilyyaeB

IIOKa3aTCIn (I)YHKI_II/II/I MEUYCHU HOPMAJIM3YIOTCA KaK MPH MPOAOJKCHUHN JICUCHUS 0e3 U3MEHEHMS
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BOPUKOHA30J1a HEYacTO HAOIIOAATNCH CITyYaH TSHKEJION remaToTOKCUYHOCTH (KENTyXa, TemaTuT U
[IEYEHOYHOKJIETOYHAs! HEJIOCTAaTOYHOCTh, NPUBOJALIAS K CMEPTH) y MallUEHTOB C CEPbE3HBIMU
OCHOBHBIMH 3a00JI€BaHHUSIMH.

HexenarenbHble SBIEHUS CO CTOPOHBI NEUYEHM HAOIIOAAIOTCA, B OCHOBHOM, y HAlMEHTOB C
Cepbe3HBIMU 3a00JICBAaHUSMH, TJIABHBIM 00pa3oM, 3JI0OKAUYECTBEHHBIMU OITYXOJIIMH KpOBU. Y
NAIMEeHTOB 0e3 KaKuX-JIM00 (akTOPOB pUCKA HAOIIONAIOTCS MPEXOISAIINE PEAKIIMH CO CTOPOHBI
IICYEHH, BKJIIOYas renatuT U xkenTyxy. Hapymenus ¢yHkuumu nedyeHu OoObIYHO OOpaTHMbI U
IPOXOJAT MOCIJIE NPEKPALCHHS JTCUCHMSL.

Monumopune ¢ynkyuu neuenu

Bo Bpemsi jeueHHs BOPUKOHA30JIOM PEKOMEHAYETCS IMOCTOSIHHO KOHTPOJIMPOBATH (YHKIIHUIO
neyeHn y Jered u B3pociblX. KimHuueckoe BeleHHE TaKMX MAaLMEHTOB JOJDKHO BKJIKOYATh
71a00paTOPHYIO OLEHKY (PYHKIMH MeYeH! (B 4acTHOCTH, onpeaenenne aktTuBHOCcTH ACT u AJIT)
B HayaJjie JICYCHUs] BOPUKOHA30JIOM U HE PEXKE OJHOT0 pa3a B HEJIENI0 B TEUEHUE IIEPBOr0 Mecsa
Tepanuu. B ciayyae NpoAOKEHUs JI€UYEHUS IpPU OTCYTCTBUM HU3MEHEHUH CO CTOPOHBI
OMOXMMHUYECKUX IMOKa3aTeNne (QyHKIMM NeUeHN 4acToTa J1abopaTopHOro 00CIIEJOBaHUS MOXKET
ObITh YMEHBLIEHA /10 OAHOIO pa3a B Mecsl. [Ipu BbIpaXKEHHOM IMOBBIIIEHUN OMOXUMHUYECKUX
nokazaresnei (pyHKIUH TEeYeHH BOPHUKOHA30J CIIEAYeT OTMEHHUTH, €CIH TOJBKO COOTHOUICHHE
NOJIb3bl U PUCKA TEpalMM COIVIACHO MEIUIIMHCKOW OLIEHKE HE OIpaBJAbIBACT €€ JalIbHellIee
IPUMEHEHHUE.

3pumenvhule Hapyuwenus

[Ipu neueHum BOpUKOHa30J0M MpuMepHO y 21 % mnaunMeHToB HaOMIOAAaeTCs HapyllIeHHe
3pUTENBHOIO BOCIPUATHS: 3aTyMaHUBAaHUE 3pEHUS, W3MEHEHHME IIBETOBOIO 3PEHUS WIU
dorodobus. HapymieHust 3peHHst SBIAIOTCS MNPEXOMALUIMMU M TOJHOCTBIO OOpPAaTUMBIMHU; B
OOJIBIIMHCTBE CIy4YaeB OHU CaMOIIPOM3BOJILHO Mcue3aroT B TeueHue 60 muH. [Ipu moBTOpHOM
IPUMEHEHUH BOPHUKOHA30JIa OTMeEYaeTcsl ociabjleHHe WX BBIPAKEHHOCTH. 3pUTENbHbIE
HapyIIEHHUs 0OBIYHO JIETKO BBIPAXKEHBI, PEIKO TPEOYIOT MPEKPALEHUS JIEUEHUSI U HE TIPUBOJAT K
KaKMM-JINOO OTJaJICHHBIM MOCIIEICTBHUIM.

MexaHn3M pa3BUTHS 3pUTEIIBHBIX HAapyIIEHUN HEU3BECTEH. Y CTaHOBJIEHO, YTO BOPUKOHA30JI
CHIDKAET aMIUTATY/y BOJH Ha 3ekTpopetuHorpamme (OPI') y 3mopoBeIx 100poBosbIieB. JlanHbie
n3meHeHnuss OPI He HapacTanu Npu NMpPOAOHKEHUH JIEYEHHS B TeUYeHHE 29 NHEW U MOJTHOCTHIO
ycYe3alli 0cIe OTMEHBI BOPUKOHA30J1a.

JmuTtenpHas Tepamusi BOPHKOHA30JIOM (B cpeiHeM B TedeHue 169 naHel) y MNaIMeHTOB ¢

MapaKOKIMANOU030M HE OKa3blBajla KIWHUYECKH 3HAa4MMOro 3¢@dexra Ha 3pUTEITBHYIO
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LIBETOBOCIIPUATHS U KOHTPACTHON YyBCTBUTEIBHOCTH.

ITo naHHBIM OCTPETUCTPALMOHHBIX UCCIEA0BAHNUN COOOIIAETCS O PA3BUTUH CIIYy4aeB 3pPUTEIbHBIX
HApyLICHUH, COXPaHSIOIUXCA MPOAOIDKUTEIbHOE BpeMs, B YaCTHOCTH, BO3HUKHOBEHUE
«TIEJIEHBD» Mepesl IIa3aMu, HEBPUT 3pUTEIbHOTO HEPBA U OTEK AUCKA 3pUTEIbHOIO HEPBA.
Crnemyer OTMETUTH, YTO JaHHBIC HAPYIICHHS Pa3BUBAIOTCS Yalle BCErO Y TSHKEIOOOIBbHBIX
NAllMeHTOB W/WIM TOJYYAIOUMX COIMYTCTBYIOIIYIO TEpanuio, KOTOpas MOXET BbI3bIBATh
0J00HBIE HEXKEJIaTeNIbHbIE SIBICHUS.

HeoicenamenvHhvie asnenus co cmopomnsl nouex

VY TsoKen000NBbHBIX MAIMEHTOB, IMOJYYArOIIMX BOPHKOHA30J, OTMEYAJIHNCh, CIy4aud Pa3BUTHA
OCTpOM NOYEYHOM HEJOCTATOYHOCTHU, UYTO, BEPOSITHO, ObUIO CBSI3aHO C TEpaliell OCHOBHOIO WJIN
COITYTCTBYIOIUX 3a00J1€BaHUN HEPPOTOKCUUHBIMU JIEKAPCTBEHHBIMU CPE/ICTBAMH.

Monumopune ¢ynxyuu novex

[TatmenToB ciemyeT HaOMIOAATh C LETBIO BBISBICHUS MPU3HAKOB HApyHIeHUS (DYHKIMH MOYEK.
st 3TOro HEOOXOAMMO MPOBOAUTH JIAOOPATOPHBIE MCCIIEJOBAHUS, B YaCTHOCTH, ONPEIENIAThH
KOHIIEHTPALMIO KpeaTHHUHA B CHIBOPOTKE KPOBHU (CcM. pazzen 4.2).

Monumopune @yHKyuu no0*ceryO0UHO Jicese3bl

B3pocnble u getw, uMmeromue (QakTopbl pUCKa Pa3BUTHUSL OCTPOTO IMAaHKpeaTuTa (HedaBHSSA
XUMHOTEpanusi, TPAHCIUIAHTAIUSl T[EMOIIO3TUYECKUX CTBOJIOBBIX KJIETOK) JIOJKHBI TPOUTH
oOciezioBaHue (ONpeieIeHue aKTUBHOCTU aMUJIa3bl U JIMMA3bl B CBIBOPOTKE KPOBHU) [Vl PELICHUs
BOIIPOCA O TEPAIIUU BOPUKOHA30JIOM.

HeoicenamenvHhvie a61eHus coO CMOPOHbL KOJICU

[Tpu Tepanuu BOPUKOHA30JIOM YacTO Pa3BUBAIOTCS KOXKHBIE PEAaKIIUK, B OCHOBHOM, y MAllUEHTOB
C CEepbe3HbIMH OCHOBHBIMH 3a00JI€BaHHUAMH, OJHOBPEMEHHO TNPUHUMAIOLUIMX JIpyrue
JIeKapCTBEHHbIE CpeACTBa. B OONBIIMHCTBE ClIy4aeB oOTMedYajach JIETKO WM YMEPEHHO
BbIpaKCHHAs KOJKHAsl ChIIb.

Bo BpeMs JieyeHMs BOPHMKOHA30JIOM Yy TMAlMEHTOB HAOMIOAANUCH CIIydaW TsDKEIBIX
HE)KEJIaTENIbHBIX KOXHBIX pEeaklui, Takux Kak cuHApoM CtuBeHca-/[)KOHCOHA, TOKCHUYECKHH
AMUJIEPMANbHBIM  HEKpOJIN3, JIEKAapCTBEHHAs peakiusi ¢ 203WHO(GUIMEH UM CHUCTEeMHBIMU
cumniromamu (DREES), koTopsie MOTYT OBITH KHU3HEYTPOXKAIOIIMMHU WA CMEPTEIHHBIMH (CM.
paznen 4.8).

Ecnn y manueHTa pa3BUBArOTCS TSKEJIBIE HEXKENATENbHbIE KOXKHBIE PEAaKIIMH, TO BOPHUKOHA30J
CJIElyeT OTMEHUTb.

Tak kak BO BpeMsl Tepaluu BOPUKOHA30JIOM BO3MOKHO pa3BUTHE (HOTOCEHCHMOMIN3ALNU, TO BO
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CMEPTHOMY OTYETY

NPSIMBIX COJTHEYHBIX JIy4el M NMPHHUMATH 3aIMTHBIC MEpHI, TaKWE KaK HOIICHHE OISKIbI U
NPUMEHEHHE COJHILE3AIIUTHBIX CPEICTB C BBICOKUM  KOA(P(HUIMEHTOM  3alIMTHl  OT
yasTpaduoiaeToBoro uznyuenus (SPF).

Heoicenamenvhvie senenus co Cmoporvl HAONOYEeUHUKOB

OOparuMble CiIydad HaIMOYCUYHUKOBOW HEIOCTATOYHOCTH OBUIM 3apEeTUCTPUPOBAHBI Y
NAlMEeHTOB, TMOJYYalOIIUX a30Jbl, BKIOYass BopukoHa3zosn. Coolbmanoch 0 choydasx
HEJIOCTaTOYHOCTH KOPBI HA/MOYECYHUKOB Y IMMAIUCHTOB, MOJYYAFOIINX a30JIbI OJJHOBPEMEHHO C
KOPTUKOCTEPOUIaMH MK 0e3 HUX.

VY NanueHToB, MOJIyYaroIKUX a30Jbl 0€3 KOPTUKOCTEPOUIOB, PA3BUTHE HETOCTATOYHOCTH KOPHI
HA/IMTOYEYHUKOB CBSI3aHO C MPSIMBIM UHIMOMPOBAHHEM CHHTE3a CTEPOUIOB a30JIaMH.

Y mnanueHToB, MPUHUMAIONIMX KOPTHUKOCTEPOWIIbI, HMHTUOMpOBaHME UX MeTaboiu3Ma
nzopepmentom CYP3A4, cBsi3aHHOE C BOPHKOHA30JI0M, MOXKET TPHUBECTH K H30BITOYHON
BBIPAOOTKE KOPTUKOCTEPOUIOB U MOAABICHUIO (DYHKIIMH KOPHI HAATIOUYEYHUKOB (CM. pa3zaen 4.5).
Cunapom KymmHra ¢ 1 6€3 MOCIeAyIONero pa3BUTHs HEJOCTATOYHOCTH KOPBI HAITOYEYHUKOB
TaKXKe OTMEYAJCS Yy TAalUCHTOB, TIOJYYalOUIMX  BOPHUKOHA30JI  OJHOBPEMEHHO C
KOPTUKOCTEpOUAaMu. [lallMeHThl, MOJIydarolue JUIMTEIbHOE JICUCHHE BOPUKOHA30JI0M U
KOPTUKOCTEPOUIaMH (BKJIIOYAs WHTASIIIMOHHBIE KOPTHKOCTEPOM[IbI, HApuMep, OyAeCOHHT),
JOJKHBI HAXOJUTHCS TIOJ] TIATEIILHBIM HAOJFOICHUEM Ha TIPeIMET HApYIICHUs (YHKIIMH KOPBI
HA/IMOYEYHUKOB KaK BO BpEMs JICUCHHSI, TAK U TIOCJIC MPEKPAIICHUs IPUMEHEHHSI BOPUKOHA30J1a
(cM. pazgen 4.5). IlanuMeHTHl HOMKHBI OBITH MPOMH(GOPMUPOBAHBEI O TOM, YTO HEOOXOAUMO
oOpamarbest 32 HEMEUIEHHOW MEIUIIMHCKON TOMOIIBIO, €CIIM Y HUX TOSBISIOTCS MPU3HAKK U
CHUMITTOMBI cHHpoMa KyInHra mim HelocTaTOYHOCTH KOPBI HAIIOYEYHHKOB.

JnumenvHoe neuenue

VY nanueHToB ¢ KO)KHBIMHU peaklusIMU (POTOUYBCTBUTENBHOCTH U JOTIOJHUTENBHBIMU (haKTOpaMu
pUCKa cooOmIaeTcsi O pa3BUTHH IUIOCKOKJIETOYHOTO paka KOXKM W MelaHOMBI Ha (oHe
IPOIOJDKUTENHHON Tepanuu. [Ipy BOSHUKHOBEHHH y TanMeHTa (OTOTOKCHUYECKUX PEAKINA OH
JOJKEH OBITh TPOKOHCYIBTHPOBAH COOTBETCTBYIOIIMMHU CIEUUATNCTAMA W HampaBleH K
nepmarosnory. Cienyer paccMOTpeTh BO3MOKHOCTh OTMEHBI BOpUKOHA30:a. [Ipu mpoaomkeHnn
TEpanuy BOPUKOHA30JI0M, HECMOTPSI Ha BO3HHKHOBEHHE (POTOTOKCHYECKHX MOPAKEHUH KOXKH,
MAIMEHT JOJDKEH PETYIISIPHO NMPOXOJUTH JEPMATOIOTHYECKOE O0CIIEIOBAHKE C LENbI0 paHHETO
BBISIBJICHHUSI W JIEUCHHsI TPEIPAKOBBIX 3a0oieBaHMil KOXH. Eciu y manuMeHTa pa3BUBAIOTCS
MOpaXCHHsI KOXKH, CBSI3aHHBIE C MIPEeIPaKOBBIMU 3a00JIEBAaHUSMU KOXKH, TNIOCKOKIETOYHBIM PAKOM

KO)KH WJIA MEJIaHOMOM, TO CleQyeT pacCMOTPETh BONPOC O MPEKpaIleHUH Tepanuu
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BOPHKOHA30JI0M.

Heunghexyuonnwiii nepuocmum

HmeroTes cooOImeHust 0 ciydyasx pa3BUTHs MEPUOCTUTA y MAIMEHTOB MOCIE TPAHCIUIAHTAIUH,
MOJIYYAIOUUX JUIMTENIBHYI0 TEpanmui0 BOPUKOHA30J0M. Teparnuio BOPHUKOHA30JIOM CIEAYET
OTMEHHUTH B Cllyuyae, €ciH y MalueHTa uMeercsi 00J1b B KOCTSIX U Ha PEHTTEHOIPaMMe OTMEYaroTCs
U3MEHEHHUS, XapaKTEePHbIE I IEPUOCTHUTA.

Hapromuueckue ananveemuxu kopomxoeo oeticmsus (cyocmpamul uzoghepmenma CYP3A4)
[TockonpKy mepHoJ MOJIyBbIBeIEHUs al()eHTaHWIa MPU €ro OJHOBPEMEHHOM BBEICHUH C
BOPHUKOHA30JI0M YBEJIHUMBAETCs B 4 pa3a, HEOOXOUM TIIATEIbHbII MOHUTOPUHT HEXKeIaTeIbHbIX
SBJICHUW, CBS3aHHBIX C TIPUMEHEHHEM HApPKOTUYECKHX AaHaJbI€THKOB, BKIIOYas OoJjee
MPOJIOKUTEILHBI MOHUTOPUHT (DYHKIIMH JTBIXAHUSI.

Hapromuueckue ananveemuxu onumenvrozo deticmsusi (cyocmpamol usogpepmernma CYP3A4)
CrnenyeT npeaycMOTpPETh BO3MOXHOCTh CHIKEHUS 103bI OKCUKOJOHA M JPYTUX HAPKOTHUECKUX
AQHAJIBT€TUKOB TMPOJODKUTEIBHOTO JICHCTBHSA, KOTOpPBIE METabOIM3HUPYIOTCS H30(EpMEHTOM
CYP3A4 (rugpoxonoH) mMpU OJHOBPEMEHHOM IMPHMEHEHHH C BOpHUKOHa30jo0M. HeobOxommmo
MPOBOAMTH THIATENLHBI MOHUTOPUHT HEXKENATEIbHBIX SBJICHHM, CBSI3aHHBIX C MPUMEHEHHUEM
HApPKOTUYECKUX aHAJIBI€TUKOB (cM. pazzen 4.5).

Denumoun (MowHbvlIl UHOYKMOP yumoxpoma Pasou cyocmpam usogpepmenma CYP2C9

[Tpu ogHOBpEMEHHOM MPUMEHEHHH (PEHUTOWHA U BOPUKOHA30JI1a PEKOMEHYETCsI OCYILECTBIISITh
MOCTOSTHHBIA KOHTPOJIb KOHILeHTpauuu ¢enutonHa. [lo BO3MOXXKHOCTH cienyeT u30erath
OJIHOBPEMEHHOTI'0 IPUMEHEHNSI BOPMKOHA30J1a U (JEHUTONHA 32 MCKIIIOYEHHUEM TeX CIy4yaeB, KOr/ia
O’KHJ1aeMasl T0Jb3a MPEBBIIIAET BO3MOKHBIN pUCK (CM. pazaen 4.5).

Dgasupens (HeHYKNIO3UOHBIL UHSUOUMOP 00PAMHOU MPAHCKPUNMA3bL, UHOYKMOP YUMOXPOMA
Paso, uneubumop u cyocmpam usoghepmenma CYP3A4

B ciydae oHOBpEMEHHOro NPUMEHEHHUs BOPUKOHA30/a W 3(paBUpPEH3a 103y BOPHUKOHA30JIa
ciaenyet yBennuuth 10 400 Mr 2 pasza B CyTKH, a J103a 3(aBupeH3a T0JDKHA OBITh CHUXKEHA 0
300 mr kaxapie 24 9 (cM. paznen 4.5).

I'nazoeau6 (cyocmpam uzogpepmenma CYP3A4)

Oxujaercs, 4TO OJHOBPEMEHHOE NPHUMEHEHHE BOPHUKOHA30Jla MOBBIIIAET KOHIIEHTPALUIO
rJ1a3aernoa B Tia3Me KPOBH M TOBHIINIACT PHUCK yutnHeHUs nHTepBana QT (cm. paznmen 4.5). Eciu
HEBO3MOXXHO H30€XaTh OJHOBPEMEHHOTO IPUMEHEHUS, PEKOMEHAYEeTCS YacTO IPOBOANUTH
MoHuTopuHr KT

Pugpabymun

OpnHoBpeMEHHOE TNpPUMEHEHUE BOPHKOHA30Ja U pupadyTHHA MPOTUBOIOKA3aHO, TaK Kak
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Pumonasup (mownwiii undykmop yumoxpoma Paso, uneubumop u cybcmpam usoghepmenma
CYP3A4)
[IpuMeHATh OTHOBPEMEHHO BOPUKOHA30JI M PUTOHABUP B HM3KUX 103ax (100 mr 2 pasza B CyTKH)
CJIeTyeT JIMILb B TOM Cy4ae, eCciu OXHJaeMas I0Jib3a OT MprueMa BOPUKOHA30JIa 3HAYUTEIBHO
IIPEBBILIAET PUCK OT UX COBMECTHOI'O IPUMEHEHHUs (CM. pa3zeinsl 4.3, 4.5).
Deeponumyc (cyocmpam uzopepmenma CYP3A4 u P-enuxonpomeuna)
OpnHoBpeMEHHOE MPUMEHEHHE BOPHKOHA30jJa M SBEpOJIMMyca HE PEKOMEHIYeTCs, TaK Kak
OKUJACTCSI, YTO BOPUKOHA30J 3HAYUTEIHHO MOBBIIIAET KOHIICHTPAIMIO SBEPOJIMMYyca B IJIa3Me
KpoBu. Ha nmaHHBII MOMEHT HEe MMeEeTCs NOCTAaTOYHOH WMHpOpManuu JUis PEKOMEHIAIUU T10
KOPPEKLIUU PEKUMA J103UPOBAHMUSL.
Memadou (cyocmpam uzoghepmenma CYP3A4)
[ToBbilIeHHE KOHIEHTPALUKA METAJI0OHA B IJIa3Me KPOBU MPUBOJUT K MPOSBICHUIO TOKCHUECKUX
apdexToB, BKIOYas ymmHeHue wuHTepBana QT. Ilpu oxHOBpEeMEHHOM IPHUMEHEHHH
BOPUKOHA30J1a U METaJl0Ha HE00X0IMMO BHUMATEIBHO CIEAUTD 3a MPOSIBJICHUEM HEKEIaTeIbHbIX
u Tokcuueckux dddexrtoB. I[lpm HeoOXxomuMocTH 1032 METaJOHA MOMKET OBITh CHIDKEHA
(cm. pasnen 4.5).
@nyxonazon (uneubumop uzopepmenmos CYP2CY9, CYP2C19 u CYP3A4)
OnHOBpEeMEHHOE MPUMEHEHNE BOPUKOHA30J1a U (IIyKOHA30J1a BHYTPh Y 37I0POBBIX 100POBOJIBIIEB
IPUBOJIHUT K 3HAYUTEITHHOMY MOBBIIICHUIO MAKCUMAIBLHON KOHIIEHTpaIuu B m1a3Me KpoBH (Cmax)
W IJIOIIAAN O/ KpUBOH «KoHIeHTpanusa-Bpems» (AUCT) Bopukonasona. [Toaxoasimii pexxum
KOPPEKIIMHU J103bl W/UJIM YacTOTHI pUEMa BOPUKOHA30J1a U (DIIyKOHa30ja He YCTaHOBJEH. B Tom
cllydae, €cClii BOPHUKOHA30J IMpUMEHseTcsl mnocie (IyKoHas3ojda, PEeKOMEHIYeTcs IPOBOIUTH
THIATETBHBIA KOHTPOJIb HEXKENATENbHBIX PEaKIii, CBI3aHHBIX C PUEMOM BOPHUKOHA301a.
Peaxyuu, ceazanuvie c s6gedeHuem
[Tpu BHYTpMBEHHOM BBEJICHUH BOPUKOHA30Ja HAOIIOAAIOTCS CBSI3aHHbIE ¢ UH(Y3Uel peakuu, B
YaCTHOCTH, <IIPUJIMBBD» KPOBU K KOXKE€ JIMIIA M TOIIHOTA. ECITM 3TH CHMITOMBI BBIPaXKEHBI, TO
cienyet o0CyauTh 1enecoo0pa3HOCTh MPEeKpalleHus JeueHus (cM. paszaen 4.8).
Hughopmayus o HeKomopwvix 6CnOMO2ameNbHbIX eulecmeax, 6X00auux 8 COCmag npenapama
Kaxnprit ¢guakon mpemapata comepkut 217,6 Mr HaTpus, 3TO HEOOXOIUMO YYHTHIBATH IMPHU
NpPUMEHEHHH Tperapara y MaIleHTOB, KOTOpbIE MPUACPKUBAIOTCS AHETHI C OTPAaHUYCHHUEM
MOCTYTICHUSI HATPHUSL.

eTH

O¢ddexTuBHOCTh U 0€30MaCHOCTH MPUMEHEHHUsI BOPUKOHA30ja y JAeTel B Bo3pacTe A0 2 JIeT He
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U3y4Jaauch. BopukoHa3o nokasaH AJis IPUMEHEHHUS Y ﬁéjr';f'l:l;lg@sgéﬁ'fg gpklﬂé—‘r'-ﬁré*raﬁn'ﬁ%'npn

MOCTOSTHHOM KOHTpoJIe ()yHKLIMU TeueHH. Y JeTeil yalle OTMEYaeTcs MOBBIIIEHUE aKTUBHOCTU
(depmenTOB neueHn. brogoCTymHOCTh BOPUKOHA30J1a TIPU IIPUEME BHYTPh Y JE€TEl B BO3pAcTe OT
2 1o 12 net MokeT ObITh CHM)KEHA 3a CUET HapYLICHHs BCACHIBAHUS WIM 33 CUET MOHUKEHHON
Macchl Tena. B Takux ciydasx 1moka3aHo BHYTPMBEHHOE BBEJICHHE BOPUKOHA30J1a.

Yacrora (HOTOTOKCHYECKHX peakiuid y Aered Bbime. B cBs3u ¢ TeMm, 4To (POTOTOKCHUYECKHE
MOPAKCHHSI MOTYT MEePEPOKIaThCs B ITocKokieTounyto kapimaomy (I1IKK), y nereii Heooxoaumo
IPUMEHSTh CTPOTHE MEphl MO 3allUTe KOXKHU OT yiabTpaduoneroBoro usnydeHus. Jlersm c
npu3HaKaMu (GOTOCTapEHUs KOXKU, HAIPUMED, JICHTUTO WA BECHYIIKU, PEKOMEHIYeTCsl U30eraTh

COJIHLIA 1 O6CH€I[OB3.TBC$I Yy A€pMaToJIora Jaxe mocjie mpeKpamcHus JICUCHUA.

4.5. B3aumopeiicTBue ¢ JAPYrMMH JIeKapCTBeHHbIMHM MpenapaTaMd W Jpyrue BH/bI
B3aNMOJAeHCTBUSA

WHruOuTops! mim UHIyKTOpsl n3odepmeHToB nutoxpoma Paso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BbI3BaTh, COOTBETCTBCHHO, TOBBIIICHUE WM CHIKCHHE KOHIICHTPALUM BOPHUKOHA30Ja B
IU1a3Me KpOBHU.

Bopukonazon uHruOupyer akTuBHOCTh U30(epMeHTOB 1uTOoXpoma Psso - CYP2C19, CYP2C9 u
CYP3A4, - wu MOXeT TMOBBIIIATH IUIA3MEHHBIE KOHIICHTPALMU BEIIECTB, KOTOPHIE
MeTaboIM3UPYIOTCS ¢ yuacTueM u3opepmenToB mutoxpoma Paso (CYP 450), B wactHOCTH, ISt
BElIEeCTB, KOTOpbIe MeTabonu3upyroTcs uzopepmentom CYP3A4, Tak Kak BOPUKOHA30II SIBJISETCS
cuiibHBIM MHruOuTOpoM CYP3A4, xoTs yBenuuenne AUC 3aBucut ot cyocrpara (cM. Tabauiy
HUXKE).

BsanmMoelicTBre BOpUKOHA3071a € IPYTHMH JIGKAPCTBEHHBIMU CPEACTBAMH M PEKOMEHIAITUH TTPH

OIHOBPECMCHHOM ITPUMCHCHHUU ITPCACTABJIICHBI B Ta6J'II/ILIe HHWXKC:

JlexapcTBEHHOE cpeacTBo | BzaumonencrBue: Pexomennanuu pu
(MexaHU3M B3aUMOJICHCTBUS) W3MEHEHUS OJTHOBPEMEHHOM
(hapMaKOKMHETHIECKUX NPUMEHEHUH

napameTpos (%)

ActeMu3on, nu3anpui, numMo3u, | Bzaumozeiicteue He | [IpoTuBonokaszaHo (cm.
XUHH]IUH, TepheHaTuH Y | U3y4ajocCh, OJIHaKo | pazzaen 4.3).
nBabpavH (cybcTpartsl | cylecTByeT BBICOKasI
n3zodepmenta CYP3A4) BEPOSATHOCTb, 4TO
MOBBIIIICHHBIE
KOHIICHTPAIIU! JTAaHHBIX
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NIeKapCTBEHHBIX @io_«'eﬁgh%; OBATENBHOCTE 0004
MOT'yT IPUBECTH K

yuMHeHHIo naTepBaia QTc

U B PEOKHX  CIydasx
BO3HUKHOBEHHUIO
JKEITYTOYKOBOM TaxUKapAUHU

0 TUITY «ITHUPYITH.

KapbamazenuH U  UIMTEIBHO
NeicTByroLe 6apOutypartbl
(mammpumep, (denobapburan,
Medobapoburai) (Mo1HbBIE

UHIYKTOPBI IIUTOXpOMa Pas0)

BzaumoneiictBue HE

HU3Yy4aJioChb, OJJHaKoO

KapOamas3enuH U JUIUTEIHHO

JICUCTBYIOIIIHE
O0apOuTypaThl,  BEPOSATHO,
MOTYT 3HAYUTEITHHO
CHW)XATh TTa3MEHHBIC
KOHIIEHTpaluu
BOPHUKOHA30J1a.

[IporuBonokazano (cm.

paznen 4.3).

OdaBupens  (HEHYKJICO3UTHBIN
WHTUOHUTOP oOpaTHOI
TPaAHCKPHUIITA3bI) (MHIyKTOP

nuTtoxpoma P4so; WHrHOUTOp U

cyocTpar nu3zodepMeHTa
CYP3A4)
OnHOBpeMEHHOE  NpPUMEHEHHE

a¢aBupensa B qo3e 400 Mr oguH

pa3 B CyTKM U BOPUKOHA30JIa B

Cmax2¢aBupensa 1 38 %
AUCt a¢daBupen3a 1 44 %

Chmax BopukoHazona | 61 %

HpI/IMeHeHI/Ie CTaHAAPTHBIX
103 BOPHKOHA30J1a n

a¢aBupensa B go3e 400 mr

no3e 200 Mr 1Ba pa3a B CyTKH™ AUCt BopukoHazona | 77% | oquH  pa3 B CYTKH
IIPOTUBOIIOKA3aHO (cm.
paznen 4.3).

OnnoBpemeHHOE  npuMeHeHue | B CpaBHEHUHU ¢ | OnHOBpEMEHHOE

300 mr adaBupen3a onuH pa3 B | ddaBupenzom 600 Mr oiuH | MPUMEHEHHE  BO3MOXKHO,

CyTKM M BopukoHazona 400 wmr | pa3 B CyTKH: €Clli  MOJAJEP/KUBAIOILAs

JIBa pasza B CyTKu™

Cmax 2(daBupensa <«

AUCt s¢daBupensa 1 17 %

J03a BOpPHKOHa3o0jla Oyzaer

nosbeireda g0 400 mr nma
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o Ien

GRATEREERT 00 bas

B CpaBHCHUHU c
BopukoHa3ojoM 200 mr nBa
pasa B CYTKH:

Cmax BopukoHnazoina T 23 %

AUCTt Bopukonazona | 7 %

a¢daBUpeH3a CHWXXEHA 0
300 Mr oauH pa3 B CYTKH.
I[Ipu  ormeHe  Tepanuu
BOPUKOHA30JI0M, HauaIbHast
no3a 3(daBupeHsa JoHKHA

OBITH BOCCTAHOBJICHA.

AJIKaou bl criopsiHbu | B3aumopelicteue [IpoTuBonOKa3aHoO (cMm.
(manpumep, proTaMuH U | BOPUKOHA30J1a c | paznen 4.3).
TUTUAPOIProTaMUH) (CyOCTpaThl | ajJKaloOMJaMH  CIIOPBIHBU
uzodpepmenra CYP3A4) (3proramMuHOM u

JTUTHIIPOIPTOTAMUHOM) HE

U3y4ajoch, OJIHAKO

CYILLECTBYET BBICOKas

BEPOATHOCTb, 4TO

BOPHUKOHA30]1 MOKET

BEI3BIBATH MTOBBIIIICHHE

KOHIIEHTpAaIi JTAHHBIX

MpernapaToB B IJ1a3Me KPOBU

U TIPUBOJUTH K 3PTOTHU3MY.
Jlypaszunon (cybctpatsl | BzaumoneiictBue [IpoTuBOMIOKa3aHO (cm.
nzodpepmenta CYP3A4) BOPHKOHA30J1a c | paznen 4.3).

JIYpasuAOHOM HE U3YyUaJIOCh,

OJHAaKO BOPHUKOHA30,
BCPOATHO, MOXKET
3HAYUTCIIBHO IIOBBIIIIATH

IMJIa3MCHHBIC KOHIICHTpallun

JTypa3ujoHa.
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Hamnoxkceron

uzodepmenta CYP3A4)

(cyberpatsl

BzaumopeiictBue

SRRl 00t

BOPHUKOHA30J1a c
HAJIOKCETOJIOM HE
H3y4ayoch, OJHAKO
BOPHUKOHA3011, BEPOSTHO,
MOKET 3HAYUTEILHO
MOBBIIIATH IJIa3MEHHBIE
KOHIICHTpAILUH

HaJIOKCET0JIa.

paznen 4.3).

Pudabyrtun (MOIIHBIA HWHIYKTOP
uToxpoma Paso) 300 Mr ouH pas

B CYTKH

300 mr oguH pa3 B cyTku (mpu
OJIHOBPEMEHHOM NPUMEHEHUU C
BopukoHasoyioM 400 Mr n1Ba pasa

B CYTKH)*

Chmax BopukoHa3ona | 69 %
AUCTt Bopukonazoina | 78 %
Crmax pudadyruna 1 195 %
AUCrt pudabyruna 1 331 %

B CpaBHEHUHU c
BOpHuKoHa3zoaoMm 200 Mr nBa
pasa B CYTKH:

Cmax Boprkonazona 1 104 %

AUCTt Bopukonazona 1 87 %

[IpotuBonokazano (cm.

paznein 4.3).

Pudammunun (600 Mr oguH pas B

CYyTKM) (MOIIHBIH  HHIYKTOP

uToXpoma Pasp)

Cmax BopukoHasona | 93 %

AUCrt Bopuxonazona | 96 %

[IporuBonokazaHo (cm.

paznen 4.3).

PuronaBup (MHrHOUTOp MpoOTEA3)
(MOIIHBIA MHIYKTOP IUTOXpPOMA
Psso; wHTHOUTOP U cyOcTpar
nzodpepmenra CYP3A4)

Bricokue no3si (400 mr aBa pasa

Cmaxt AUCrt putoHaBupa <>

OnHoBpeMEHHOE
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B CYTKH)

Huskue no3wr (100 Mr gBa pasa B

Crmax BOPHKOHA3071a 66 0h=1

pieH it BopriOnasoa

AUCTt Bopukonazoina | 82 %

Cmax putoHaBupa | 25 %

Y BBICOKHX 103 pUTOHABUpA
(400 Mr u BBIIIIE ABA pa3a B
CYTKH) MPOTHUBOMOKA3aHO

(cm. pazzen 4.3).

[IpuMeHSTh O0JJHOBPEMEHHO

CyTKH)* AUCt putonaBupa | 13 % | BOpMKOHA3071 U PUTOHABUD
Cmax BopukoHasona | 24 % | B Huskux po3ax (100 mr 2
AUCrt Bopukonazona | 39% | paza B CyTKH) CIEOyeT
JUIIb B TOM Ciyd4ae, €Cllu
OXujaemas  Iojib3a  OT
npuema BOPHUKOHA30J1a
3HAYUTEIBHO  TPEBBIIIACT
PUCK OT HMX COBMECTHOTO
MIPUMEHEHHUS.
3Bepoboit poslpsiBaeHHbIN | CoryiacHo naHHbeIM | [IpoTnBonokasano (cm.
(maykTop 1muroxpoma Psso m P- | He3aBUCHMOTO paznen 4.3).
TJIUKOIIPOTEHHA) UCCIIETOBAHMUS:
300 mr Tpu paza B cyrku | AUCo.. BopukoHaszona | 59
(omHOBpeMeHHOe TpuMeHeHue ¢ | %
OJTHOKPATHOM 0301
BopukoHasona 400 mr)
TonBanran (cyberpar | Bzaumoneiicteue He | [IpoTtuBomnokasano (cm.
uzodpepmerra CYP3A) H3y4JaJioch, onmHako | pazmen 4.3).
BOPUKOHA30J,  BEPOSTHO,
MOYXET 3HAYUTEIHHO
MOBBIILIATH IUIa3MEHHbIE
KOHIICHTPAIIMH TOJIBAIITAHA.
Beneroknakc (cyocrtpat CYP3A) | Baumoneiicteue He | OMHOBpEMEHHOE
U3y4anoch, OJTHaKO | MpUMEHEHHE BOPUKOHA30JIa
BOPUKOHA30J,  BEPOSTHO, | U BEHETOKJIaKca
MOYXKET BBI3BIBATH | TIPOTUBOIIOKA3aHO B HaYaje

3HAYUTCIIBHOC ITOBBINICHUEC

TEpAIIMu BCHCTOKJIAKCOM H
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IIa3MEHHRIX KOHIIGHIPATIHT-

35 B Pt i poB IS {0301

BCHCTOKIJIAKCa.

BEHETOKJIakca (CM. paszjen
4.3). TpebyeTcst CHMKCHHE
71036l BEHETOKJIakca B (aze
IIOCTOSIHHOU CyTOYHOM
7036l B COOTBETCTBUHM C
WHCTPYKLUSAMHU 1o
MPUMEHEHHUIO  TIperapara;
PEKOMEHIYETCSI

TIIATEIbHBIA KOHTPOJIb HA
npeaMeT oOHapyKeHUs

IIPU3HAKOB TOKCUYHOCTH.

@nykonazon (200 mr ogus pa3 B | Cmax Bopukonaszona T 57 % | Iogxomsmmii pexumM

CYTKH) (uarubuTOp | AUCT BopuKkoHaszona 1 79 % | koppeKuuyd 1036l W/HIU

n30(hepMEeHTOB CYP2C9, | Usmenenusi Cmax 1 AUCT | 4acTOThI npuemMa

CYP2C19 u CYP3A4) dykoHazona HE | BOpUKOHA30J1a u

YCTaHOBJICHBI. ¢iryxonasomna HE

yCTaHOBJIEH. B TOM cityyae,
eciu BOPUKOHA30T
MPUMEHSIETCS nocie
(dbykoHazona,
PEKOMEHAYETCS TPOBOIUTH
TIIATETbHBIH KOHTPOJIb
HEeXENaTeNbHBIX PEaKIIHii,
CBSI3aHHBIX C  IPUEMOM
BOPUKOHA3071a.

DeHuTOnH (cyberpar

nzodepmeHTa CYP2C9 u

MOIIHBI WHAYKTOP IMTOXpOMa

Pas0)

300 mr oguH pa3 B CyTKU Cmax BopukoHazona | 49 % | Cnexyet n3berartb

AUCTt BopukoHazona | 69 % | oTHOBpeMEHHOro  Ipuema

BOPUKOHA30J1a "
(dhenntonHa, 3a
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o Ien

QTSR TS D

KOT'a IojIb3a JJ1s IalueHTa
MPEBBIIIACT PUCK.
Pexomennyercs
KOHTPOJIUPOBATH
IJ1a3MEeHHbIE

KOHIICHTpaluu (peHUTOUHA.

300 mr omuH pa3 B CyTKH | Cmax henuronna T 67 % OnHoBpeMeHHOE
(omnoBpemenHoe npumenenue c¢ | AUCT ¢penuronna T 81 % IIPUMEHEHUE BO3MOXKHO
BOPHUKOHA30JI0M B nosze | B CpaBHEHHUH C | TOJBKO B cllyyae, €cliu
400 mr aBa pa3a B CyTKH)™* BoprKoHa3ojoM 200 Mr J1Ba | MOJAEPKUBAIOLIAs no3a
pas3a B CyTKH, BOpPUKOHA30J1a Oyzner
CmaxBopukoHazona 1 34 % | yBenmuyeHa 10 S5  MI/KT
AUCTt Bopukonasona 1 39 % | BHyrpuBeHHo wim ¢ 200 mMr
10 400 Mr BHYTpH /1Ba pasa
B CyTKd (y TMalUEHTOB C
Maccoii Tena menee 40 Kr co
100 mr o 200 mMr BHYTpb
JIBA pa3a B CYTKH).
JlerepmoBup (maaykTOp | Cmax BOpuKOHa30ma | 39 % Ecmu HEBO3MOKHO
m3opepmernro  CYP2C9  wu | AUCo n30exarh OJHOBPEMEHHOTO
CYP2C19) 12 BopuKoHazona | 44 % IIPUMEHEHHSI BOPUKOHA30J1a
C12 BopukoHazona | 51 % u JIETEPMOBUDA,
HE00X0AUMO
KOHTPOJMPOBATH
COCTOSIHME TAIlMeHTa Ha
npeamer CHIDKCHHUS
s hexTuBHOCTH
BOPUKOHA3071a.
I'maznern6 (cyberpar | Bzaumoneiicteue He | Ecin HEBO3MOXXHO
nzodpepmenta CYP3A4) M3y4anoch, OJTHAKO | n30exaTh OJHOBPEMEHHOTO
OKUTaeTCs, 9TO | MPUMEHEHUS,
OJTHOBPEMEHHOE pEeKOMEHayeTC s 9acTo
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MPUMEHECH}IE Bopnﬂdﬁ'amﬁ_a‘-

BT OCT 0

MOBBIIIACT KOHUCHTPAIHIO
rna3zler1/16a B IIJIa3M€ KpPOBU
u IIOBBIIIACT PUCK

ynnuHeHus uaTepBaia QT.

OKT'.

Wuruburopsl  TUpo3uHKMHA3bl | B3aumonelictue He | Ecin HEBO3MOXHO
(cybcTpatsl n3odepMeHTa | U3yqanaoch, OJTHAaKO | n30ekaTh OJHOBPEMEHHOTO
CYP3A4) (Hanpumep, | BOPUKOHA30J1T MOBBIIIACT | IPUMEHEHUS,

aAKCUTUHUO, 00CyTHHUO, | TUIA3MEHHBIE KOHIICHTPAIIUN | PEKOMEHyeTCs CHIDKCHUE
Ka003aHTUHHO, LEPUTUHUO, | THTUOUTOPOB J103bI uHTHOHUTOpA
KOOMMETHHHO, nabpadeHud, | TAPO3ZMHKHUHA3HI, TUPO3UHKUHA3HI.
Ja3aTUHUO, HUJIOTUHUO, | METaOOIN3UPYEMBIX

CYHUTHUHUO, nopytununo, | CYP3A4.

PpUOOIINKITHO)

AHTHUKOATYJISIHTBI

Bapdapun (30 mMr omHokpaTHO | YBenuueHue Ecnu ManueHTam,
OJTHOBPEMEHHO C BOPHKOHA30JIOM | MAaKCHMAIIBHOTO MOJTyYarOIIUM  TIpenapaThl

300 mr nBa pa3a B CYTKH)

POTPOMOMHOBOTO BPEMEHHU

KyMapuHa, Ha3HA4aroT

(cybctpar n3odepMeHTa | ObLII0O TPHUOJMUZUTEIBHO B | BOPUKOHA30JI, HEOOXOIUMO
CYP2C9) JIBa pasa. C KOPOTKHMH HHTEpPBAIAMH
KOHTPOJMPOBATH

Hpyrue nepopaneHble | [Ipeanonaraercs, YTO | IPOTPOMOMHOBOE BpeMsl U
aHTHUKOATYJISHTHI, Harpumep, | BOPMKOHA30J1 MOXET | COOTBETCTBYIOILIUM
(EeHNpPOKYMOH,  alleHOKYMapoJl | yBeJIMUMBATh IUIa3MEHHbIE | 00pa3oM NoAOUpaTh J03bI
(cybcTpatsr M30(EpPMEHTOB | KOHIIEHTPAIIUK KyMapHWHOB, | aHTUKOATYJISTHTOB.
CYP2C9 u CYP3A4) YTO MOXET TPUBOJUTH K

MOBBIIIIEHUIO

IPOTPOMOUHOBOTO

BpPEMEHHU.
WBakadTop (cybctpat | Baumopeiictue He | PekoMenayeTcss CHUXEHHE
n3zodepmenta CYP3A4) M3y4ajoch, OJTHaKO | 03Bl UBaKagTOpA.

BOPUKOHA30J,  BEPOSTHO,

MOYXKET TIOBBIIIATH

IJIa3MCHHBIC KOHIICHTPpAallun
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SRy
uBakaprofla, uro'' Mo

[OBATENGHOCTE 0004]

MNPpUBOJAUTE K IMOBBIIICHHUIO

PpUCKa pPa3BUTUSA MOOOYHBIX

peaKIui.
D30MUKIOH (cyOcrpat | BammogeiicTBue He | Pexomenayercst cHuXeHUE
nuzodpepmenta CYP3A4) M3y4aJoch, OJTHAKO | J03bI A30MHUKIIOHA.
OKUIaeTCs, 91O
BOPUKOHA30J1 YBEIHUYHUBACT
IJIa3MEHHBIC KOHIICHTPALIUU
U CcelaTHBHBIH  APPeKT
930MHUKIIOHA.
benzommazenuubsl  (cyoctpartsl | CoryacHo JTaHHBIM | PekoMeHyeTcsl  OICHHTH
nzodpepmenta CYP3A4) HE3aBHCHMOTO 1erecoo0pa3HoCTh
WCCIIC/IOBAHMS: KOPPEKIUH JI03bI
OCH30/IMa3CINHOB.

Mupazonam (0,05 wmr/kr  B/B

OJIHOKpATHAs J1032)

Munasonam (7,5 Mr ofTHOKpaTHast

71032 BHYTPb)
Hpyrue OeH30/1Ma3€eTNHbI
(Hampumep, TpHazoam,
aJlmpasonam)

AUCo... Muazonama 1 B 3,6-

paza

Cmax Munazonama T B 3,8-

pasza

AUCo.. mmmazomama 1 B

10,3-paza

BzaumopeiicTBie He
M3y4aJioCh, OJIHAKO
BOPUKOHA30J1 MOXKET
BBI3BIBATH TOBBITIICHHE

IJIa3MECHHBIX KOHHeHTpaHI/Iﬁ

APpyrux 6CH30,[[I/13.3€HI/IHOB,

KOTOpbIE
MEeTabO0IU3UPYIOTCS o1
neiictBueM  u3odepMeHTa

Crpanwnma 22 u3 44




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

o1 26.12.2023 N= 27163

cvP3Ad, | u SHSRREAOBATENBHOCTS 000
pa3BUTHE
MPOJIOHTUPOBAHHOTO
cenaTuBHOTO Y dekTa.

NMMmyHOCYynIpeccaHThl

(cyOcTpaTsl nzoepMeHTa

CYP3A4)

Cuponumyc CornacHo JaHHbIM | OJTHOBpEMEHHOE

(2 Mr oJIHOKpaTHO) HE3aBHCUMOI0 NIPUMEHEHHUE BOPUKOHA30J1a
UCCIIEJOBaHMUSL: u cupoiumyca
Cmax cuposiumyca 1 B 6,6-pa3 | mpOTUBOMOKA3aHO (cm.
AUCo... cuponmumyca 1 B 11 | paznen 4.3).
pas.

OBeponumyc (Takxke cyocrpat P- | BsaumoneiictBue He | OgHOBpeMEeHHOE

ap) M3y4asoch, OJIHAKO | MPUMEHEHHE BOPUKOHA30JIa
BOPUKOHA30J,  BEpPOSTHO, | U 3BEpOIMMYyCa HE
MOYXET BBI3BIBATH | PEKOMEH/IYETCsl, TOCKOJIbKY

[uknocnopun (y TalUEHTOB,

MEPEHECIINX
MOYKA W HAXOAIIUXCS

CTaOUIILHOM COCTOSTHUH)

TPAHCIJIAHTAI[UIO

B

3HA4YUTCJIIbHOC IIOBBIIICHUC
IIJIa3MCHHBIX KOHHGHTpaI_[I/Iﬁ

IBEPOITUMYCA.

Cmax ixitocriopunat 13 %
AUCt nuknocnopusa T 70
%

OXHNAacTcC, qTo
BOPHUKOHA30J1 MOXKET
3HA4YUTCIIBHO IIOBBIIIATH
TIJ1a3MCHHBIC
KOHIOCHTpalnuu

sBepoiumyca (cMm. paszzien
4.4, mnompazgen «OcobObie
YKa3aHUA»).
IIpu Ha3HAYE€HUHU

BOPHUKOHA30JIa ITalUCHTaM,

MOJTy4aoIUM
[UKJIOCTIOPHH,
PEKOMEHYETCS

YMEHBIIUTh 703y
[IUKJIOCTIOPHHA  BABOE H
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Takponumyc

(0,1 MI/KT OJTHOKpATHO)

o7 2612 2023 N2 27169
(TULITER "ﬂEﬁlJp%hM'}zellTﬂ, = W% g

Chmax Takponumyca T 117 %
AUCt takponumyca 1 221 %

KOHOCHTpAlIMKO B IIJIa3Me

KpOBH. [ToBbilIeHHE
KOHLIEHTPALIUU
LUKJIOCIIOpUHA
COTPOBOXKAACTCS
HE(POTOKCUYHOCTBIO.
ITocne OTMEHBI

BOPUKOHA30J1a HEOOXOIMMO
KOHTPOJIUPOBATh
KOHIICHTPALIUIO
LUUKJIOCIIOPHHA W TpHU
HEOOXOIUMOCTH YBEITHYHUTH

€ro J103Yy.

ITpu Ha3HAYEHUU
BOPUKOHA30J1a IalMEeHTaM,
MOJIYYarOIUM TaKPOJIUMYC,
PEKOMEHIyeTCs

YMEHBLIUTh 03y
MOCJIENHEr0 A0  OJHOM
TPETU W KOHTPOJIUPOBATH
€ro  KOHIEHTpalHUK B

Ij1a3Me KpOBHU. IloBbimmIcHHE

KOHIIEHTpaLuU
TaKpOJIUMYyca
COITPOBOKAACTCS
HE(PPOTOKCUYHOCTHIO.
ITocne OTMEHBI

BOPHUKOHA30J1a HE00X0IMMO
KOHTPOJIUPOBATH
KOHIICHTPALIUIO
TaKpoJIuMyca | npu

HEOOXOIUMOCTH YBEITUYHUTH
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(MTOCTED '%Fb;ﬁ-(gg,i:'i'i OCTE 0004]

JlnutesnbsHo JIEUCTBYIOLIME Cnenyer OLICHUTh
OIHATHI (cybcTpaTsl BO3MOXXHOCTb ~ CHIDKEHUS
uzodpepmenra CYP3A4) J103bI OKCUKOJIOHA U JIPYTUX
OKCcHKOJIOH CornacHo JAHHBIM | JUINTEIBHO JEHCTBYIOLIUX
(10 Mr oHOKpATHO) HE3aBUCUMOI0 OIMATOB,

UCCIIETOBaHMUS: MeTaboIN3UPYEMBIX

Cmax okcukonona 1 B 1,7 pa3z | mzodpepmentom  CYP3A4

Meranon

(32-100 Mr omuH pa3 B CyTKH)
(cybctpar
CYP3A4)

nzodepmenTa

AUCo. okcukojiona 1 B 3,6

pas.

Cmax R-meramona

(akTuBHOrO MetabonuTa) 1
31 %
AUCrt R-meranona
(axTuBHOrO MeTabonuTa) 1
47 %

Cmax S-MeTaziona 1 65 %

AUCrt S-metanona 1 103 %

(Hampumep, THIPOKOIOHA).
Moxet IIOHAI00UTHCS
KOHTPOJIb COCTOSTHHS
MmalyeHTa ¢ KOPOTKHMHU
WHTEpBAJIAaMH Ha TPEAMET
pPa3BUTHS HEXKEJIATEITHHBIX
peakuuidi  CBS3aHHBIX  C

OoInnaTraMu.

[ToBbr1IEHME

KOHIIEHTPAaLlMU METaJl0oHa B
IU1a3Me€ KPOBU MPUBOAUT K
MPOSIBJICHUIO TOKCHYECKHX
3¢ dexToB, BKJTFOYAst
yuiMHeHue uHTepBana QT.
Pexomenyercs YacThIH
KOHTPOJIb COCTOSIHUS

MaleHTa Ha  OpeaMeT
pa3BUTHS  HEXeNIaTeIbHBIX
peakiuii 1 TOKCUYHOCTH (B
TOM 4HCle, YAJUHEHHE
naTepBana QT), cBsI3aHHBIX
¢ MeTamoHOM. Bo03MOXHO,
MOHAJIO0UTCS ~ CHUXKEHHE

J03bI ME€TAaJJOHA.

Hecrepounnsie
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MIPOTHUBOBOCIIAIUTEIILHEIC
npemapatsl (HIIBII) (cyOcTpatsr
uzodpepmenra CYP2C9)
HNoynpoden

(400 Mr 0THOKPATHO)

(TTOCIED

OBATENEADCTE 0004)

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

ITantmenToB cienyer
HaAO0JIIOaTh c LENBIO
BBIABJIICHUS BO3MOKHBIX

TOKCHYECKHX AP(DHEKTOB H

Juknodenak Cmax mukinodenaka 1 114 % | npu HEOOXOIUMOCTH

(50 Mr 0THOKpATHO) AUCo.. muknodenaka 1 78 | KOppEKTHPOBATH 03y
% HIIBII.

Owmernpazon Cmax omenipazona 1T 116 % Koppekuus JIO3bI

(40 mr ommm pa3 B cyrkn)* | AUCt omenpazona T 280 % | BopukoHazoia HE

(uHTHOUTOD nzodepmenta | Cmax Bopukonaszona T 15 % | tpedyercs.

CYP2C19; cyoctpar | AUCt Bopukonazona T 41 % | [Ipu Hayaie npuemMa

m3odepmerntoB  CYP2C19 u | BopukoHa3on Takke MOXKET | BOPHKOHA30J1a y

CYP3A4) yrHeTaTh JIEHCTBUE IPYIHX | MALUEHTOB, yKe
WHTHOUTOPOB  MPOTOHHOH | MOJYyYAOITUX TEpaIuio

MIOMITbI, KOTOPBIC SIBIISFOTCS
cyOcTpatamu u30¢epMeHTa
CYP2C19, wuro wmoxer
MPUBOJIUTE K TTOBBIMICHUIO
TJIa3MEHHBIX KOHIIEHTPALIUN
THX JIEKapCTBEHHBIX

CPENCTB.

OMEIpasoJioM B 1o03ax 40 mMr
WM BBIIIE, PEKOMEHIYeTCs
CHIKEHHUE JIO3BI

OMCIIpa3oJia B /IBa pasa.

[TepopanbHble KOHTpAIETITHBBI*

(cybcTpatsl n3o(epMeHTa
CYP3A4;

WHTUOUTOPHI n3odepmenTa
CYP2C19)

HopaTtucrepon/>TuHUIICTpaAnON

(1 mr/0,35 Mr otuH pa3 B CyTKH)

Cmax 3THHHIDICTpaauoia 1
36 %

AUCrt stuHmieTpaguona
61 %

Cmax HOpaTHCTEpOoHa T 15 %
AUCt
53 %

HOpoTHCTEpOHA T

Cmax Bopukonazoina 1T 14 %

AUCt Bopukonazona T 46 %

Pexomennyercs KOHTpOJIb
COCTOSIHMs MAalUeHTa Ha
peamMeT pa3BUTHUSA
HEXENaTeNIbHbIX PEeaKIui,
CBSA3aHHBIX C IPUMEHEHHUEM
IIepOPaIbHBIX

KOHTpauCrTUuBOB n

BOPHKOHA30J1a.
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ot 26.12.2023 N2 2716
Hapxotuueckue aAHAITbTETHKU (MOCIED ﬁ“ﬁ)’felﬂt AOCTE dn diths
KOPOTKOTO JEHCTBHS (CyOCTpaThI BO3MOXXHOCTh  CHW)KCHHS
nzodpepmenra CYP3A4) JI03bI andeHTaHuIa,
Andentanun (ogHokpartHas no3a | CoriacHo JNaHHBIM | (beHTaHWIa U JAPYrux

20 MKI/KT ¢ OJHOBPEMEHHBIM | HE3aBHCUMOTO HapKOTUYECKUX
MPUMEHEHHEM HaJIOKCOHA) UCCIIC/IOBAHMS: aHAJIbTETUKOB ~ KOPOTKOTO
AUCo., anpentanmna T B 6 | ACHCTBUA, UMEFOIINX

pa3 CXOXYI0 C al(eHTaHuIoM
XUMHAYECKYIO CTPYKTYpY H
deHTaHuI CornacHo JTaHHBIM | METa0OIU3UPYEMBIX
(oHOKpaTHAs 1032 5 MKI/KT) HE3aBHUCHUMOTO modepmentom  CYP3A4
HCCIICIOBAHUS: (mampumep, cypeHTanumna).
AUCo... benrannia 1 B 1,34 | [1aniueHTHI JIOJIKHBI
pasa. HaXOJUTHCS noJ
MTOCTOSTHHBIM HAa0ITI0ICHIEM
TUTST MPeIOTBPALICHUS
yTHETEHUS byHKIIUN
IObIXaHUS ~ WIH  JIPYTUX
OOOYHBIX 3 peKToB,
CBSA3aHHBIX C  I[PUEMOM
HapKOTHYECKUX
AQHAIbTETUKOB ~ KOPOTKOTO
JIEUCTBHA, " npu
HEOOXOAMMOCTH HX 7032
JIOJKHA OBITh CHHMDKEHA.
Cratunsl (manpumep, | Bzaumoneiicteue He | Ecin HEBO3MOKHO
JIOBACTaTHH) (cyOcTpaThl | M3y4aoch, OJIHAKO, | 130€XKaTh OJJHOBPEMEHHOTO
usopepmenta CYP3A4) BEPOSATHO, BOPHUKOHA30J1 | IPUMEHEHUsI BOPUKOHA30J1a
MOJKET yBEJIMYUBATh | U  CTATHHOB,  KOTOpbIE
TUTa3MEHHBIE KOHIICHTPAIUU | METaO0OIM3UPYIOTCS

CTaTUHOB, KOTOPBIC
MeTabO0IM3UPYIOTCS
uzopepmentom CYP3A4 u

MOXET IMPUBOJUTH K

mopepmertom CYP3A4,
clenyer OIICHHUTH
BO3MOXXHOCTh ~ CHW)KCHHS

J03bI CTaTHUHA.
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ot 26.12.2023 N2 2 '|

paGIOMHONH3Y. (MTOCHEQUEBATENBROCT & 0004)
IIpousBoaHbIe Bsaumopeiicteue He | HeoOxoqumo  TIIaTenbHO
CyJb(OHUIMOYEBUHBI M3y4ayochk, OJIHAKO, | KOHTPOJUPOBATh
(manpumep, TOJIOyTaMus, | BEPOSTHO, BOPUKOHA30J1 | KOHLIEHTPALUIO TJIOKO3bI B
[JIAIU3H], TTTMOCHKIIAMHT) | MOXKET YBEJINYUBATh | IUIa3M€E KPOBH.
(cyOcTpatsl n3o(epMeHTa | MIa3MEHHBIC KOHIICHTPAINH
CYP2C9) IIPOU3BOIHBIX

CyNIb(HOHMUIMOYEBUHBI u

SABIATHCS IIPUYHHOU

TUIIOTJIMKEMUH.
Ankanounasl OapBuHKa | Bopukonazon MOXeT | PekoMeH1yeTcsT  OUEHUTH
(HampuMmep,  BUHKPHCTUH U | MOBBINIATH coJiep>KaHue | 1enecoo0pa3HOCTh
BUHOJIACTHH) (cyOcTpatsl | ankaJouaoB OapBHUHKA | KOPPEKIIUU JIO3bI
nzodpepmenta CYP3A4) (BUHKpUCTHUHA U | aJKaJouJ0B OapBUHKA.

BUHOJIACTHHA) B  ILJIa3Me

KpOBU u BBI3bIBATH

HEHPOTOKCUYHOCTb.
Jpyrue wHruOutopel nporeasbl | MccienoBanus  In - Vitro | Pekomenayercs
(MIT) BHUY (Hampumep, | CBUJETENLCTBYIOT O TOM, | THIATEIbHBIH KOHTPOJIb
CaKkBUHABUp, AaMIIPEHAaBUpP U | YTO BOPUKOHA30JI MOXKET | COCTOSHHMS MallMeHTa Ha

HenpuHaBup)® (MHTUOUTOPHI U

MHTHOMPOBAaTh METa0O0IU3M

MpeAMET Pa3BUTHUS JIFOOBIX

cyOcTpaThl n3oepMeHnTa | UHTHOUTOPOB MPOTEa3bl | MPOSBICHUM

CYP3A4) BNY: CaKBMHABMPA, | JIEKAPCTBEHHOU
aMIIpeHaBHpa U | TOKCUYHOCTH u/unu
HenuHaBupa. B CcBOIO | HEAOCTATOYHOCTHU
oyepenp, WHTUOUTOPHI | TCUCTBUSI. Bo3MmoxkHoO,
npoteassl  BUY  MoryT | moHanoOuTCsT  KOppEeKIHs
MIOJIaBIISATh METa0O0IU3M | J103bI [IPETIAPATOB.
BOPHKOHA30J1a.

Hpyrue HeHykieosuaubie | MccnenoBanuss  in - Vitro | Pexomenmyercst

UHTUOUTOPBI 00paTHOH | MOKa3alk, YTO METa0OIM3M | TIIATEIbHBIH KOHTPOJIb

TPAHCKPUIITA3bI (HHUOT) | Bopukonazomna MOJXKET | COCTOSIHUS TallMeHTa Ha

(Hanpumep, JIeIaBUP/AMH, | YTHETAThCSl O] JAEUCTBUEM | MPEAMET pa3BUTHUSA

HeBupanuH)* (uaruouropsl win | HHUOT, a BopukoHa3on B | IeKapCTBEHHOMN
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UHIYKTOpbl LHUTOXpoMa Paso u

e
cBOI0  ohepenn || MoweTH

QR C TE 00y

cyocTpatbl u30(epMeHTa | yrHeTaTh METa0O0JIU3M | HEJOCTATOYHOCTH
CYP3A4) HHUOT. JIENCTBUA.
Ha ocHoBanuu nonyueHusix | BoamoxkHo, motpebyercs
pe3yabTaTOB MCCIEIOBAHUS | KOPPEKIIHS JI03BI
addekra adaBuUpeH3a Ha | MpemapaToB.
BOPUKOHA301, MOKHO
MPEIOJIOKUTD, 4TO
HHUOT wMoryr ycunusath
MeTaboIM3M BOPUKOHA30JIA.
TpeTtunouH (cyocrpat | BzaumopeiicTeue He | PexoMeHyeTcs KOppeKius
uzodpepmenra CYP3A4) M3y4ajoch, OJIHAKO, | 03Bl TPETUHOMHA BO BpEMs
BOPUKOHA30T MOJKET | JICUCHUS] BOPUKOHA30JIOM U
MOBBIINIATh  KOHIEHTPAIUHU | TIOCIIE €70 OTMEHBI.

TPCTHHOMHA W IIOBLIIIATH
PHUCK pPa3BUTUA MOOOYHBIX

peakuuii (UIUONATHYECKOM

BHYTPHYEPEITHON
TUIIEPTEH3HUH,
TUIIEPKAJIBLIUEMUN).
Humernaua (400 mr nBa pa3a B | Cmax BopukoHazona T 18 % | Koppekmus JTO3bI HE
CYTKH) (necnieunduuecku | AUCT Bopukonaszona T 23 % | tpedyercs.
UHTUOMpyeT 1UTOXpoM Paso u
MOBBIIIAET YpPOBEHb pH
KEJIyI0YHOI'O COKa)
JlurokcuH Crmax IUTOKCHHA > Koppekmust ~ no3el  He
(0,25 Mr oauH pa3 B CyTKH) AUCt gurokcuHa <> TpebyeTcs.
(cybcrpat P-rimkonporenHa)
Wupunasup (800 mr tpu pasa B | Cmax UHAMHABUPA <> Koppekuus JT03bI HE
CYTKH) AUCt unanHaBupa <> TpeOyercs.
(uHrHOUTOP u cyocrpaT | Cmax BOPUKOHA30I1a <>
nzodpepmenta CYP3A4) AUCt BopukoHa3zona <>
AHTHOMOTHUKHA TPYTIITBI Koppexkuus 0351 HE
MaKpOJIHJIOB TpebyeTcs.
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DpUTPOMUIIH
(1 r nBa pa3a B cyTKM)
(mHTHOUTOD

CYP3A4)

n3odepmenrta

A3UTpOMUIIIH

(500 mMr oMH pa3 B CYyTKH)

Cmax 1 AULT Bopukomasosa-'="

T — ..

EMEHOCTE 0004)

Cmax 1 AUCt BopHKOHa301a
A d
Brnusinne BopuKoOHa307a Ha

MeTabOoIM3M IPUTPOMHUIINHA

WIH A3UTPOMUIIMHA
HEH3BECTHO.

MuxkodeHoioBast KUCIOTa Crmax MukodenonoBor | Koppekuuss ~ 10361 He

(1 r onHOKpaTHO) KHCJIOTHI <> TpeOyercs.

(cyoctpar ypummH-5-mudocdar- | AUCL MUKO(EHOJIOBOM

TIIIOKYPOHHITpaHC(epasb) KUCJIOTBI <>

Koprukocrepouapt

[Ipeanuzonon Cmaxipenauzonona T 11 % | Koppekuus JIO3bI HE

(60 MT OTHOKpATHO) AUCo.. mpemauzonona 1 | tpedyercs. [TanneHTsl,

(cybctpar
CYP3A4)

nzodepmenTa

34 %

MOJTyYaroIue JJTUTSIBLHOE
JICYCHHE BOPHKOHA30JIOM U
KOPTUKOCTCpOUAaMU
(BKJ'IIOLIaSI UHTAJIIMUOHHBIC
KOPTUKOCTEPOUIbI,
HarpuMmep OynecoHunm),
JOJKHBI HAXOAUTHCA I10J
TIIATCJIIbHBIM
HaOIOJICHNEM Ha TMpeaMeT
HapymeHus: QYHKIIMUA KOPBI
HaAITOYCYHUKOB KakK BO
BpEeMd JICUCHU A, TaK U ITOCJIC
MPEKpaIIeHUs] PUMEHCHUS
BOpUKOHAa30Ja (CM. paszien
4.4., nonpasznen «Ocobbie

yKa3aHUs».
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ot 26.12.2023 N2 2716
Panntnaun Cmaxu AUCT Bopﬂﬂgﬁ'ai:;oﬁﬁ‘- ‘I@B’pﬁ&&{ﬁﬁ' - ho‘3'5'r T The
(150 mr n1Ba pasa B CyTKH) — TpebyeTcs.

(moBeimaer PH  kemymouHorO

COKa)

®apMaKOKMHETUYECKUH MTapamMeTp, OCHOBaHHBIN Ha 90 % NOBEpUTEIILHOM MHTEPBAJIE CPEAHETO
reOMETPUYECKOr0 3HAYCHUS HAXOAUTCS BHYTpH (<), Bbiiie (1) wiu Hiwke (|) uatepsaia 80 % -
125 %.

*B3anMHO€E BO3ICHUCTBHE.

AUCrt, AUCt, AUCo- - Tutomazb noJ KpUBOH «KOHLIEHTPALMsI-BpEMsI» B TIEPHO/] JO3UPOBAHUS,
OT MOMEHTa BBEJEHMs IIpernapara 0 BUJIUMON KOHLEHTpPAlMM B IUIa3Me KPOBH, OT MOMEHTa

BBCIACHMA IIpCIiapaTta 10 6eCKOHC‘IHOCTI/I, COOTBCTCTBCHHO.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

bepeMeHHOCTH

JocraTounoii uHpopmau 0 MpUMEHEHUH BOPUKOHA30J1a Y O€pEMEHHBIX JKSHITUH HET.

B uccnienoBanusix Ha KMBOTHBIX YCTAHOBJICHO, YTO MPEMAPAT OKA3bIBAET TOKCUYECKOE JAECHCTBUE
Ha PENPOAYKTUBHYIO QYHKIHIO. BO3MOXHBIN PUCK IS YeIOBEKAa HEM3BECTEH. BOprUKOHA3011 He
CleyeT MPUMEHSTh Y OEPEeMEHHBIX KEHIIUH 33 UCKIIOYEHHEM TeX CIIy4aeB, KOT/a OKujaemast
M0JIb3a ISl MaTEPH SIBHO MPEBBINIACT BO3MOKHBIA PUCK IS TI01A.

JKeHuuHbl penpoyKTHBHOTO BO3pacTa MpU NMPUMEHEHWH Mpenapara BopuKOHA3051 TOIKHBI
HCIIOJIb30BaTh HAIC)KHBIE METO/IbI KOHTPALCIILINH.

JlakTanus

BriBeieHrne BOpukoHa3o01a ¢ rpyIHbIM MOJIOKOM He U3ydanock. Ha Bpems npuMeHeHus npenapara

T'pyAHOC BCKAPMIIMBAHUEC CICAYCT MPCKPATHUTD.

4.7. Biusinde Ha CNOCOOHOCTH YNPABJATH TPAHCNOPTHBIMU CPeICTBAMH M PadoTaTrh ¢
MeXaHNU3MaMH

BopukoHa3on MOXKeT BbBI3BATh MPEXOAAIlMe M OOpaTHUMble HApYIIEHUs 3pEHHs, BKIIOYas
BO3HUKHOBEHHE <«II€JICHBI» TIEpeNl TJa3aMH, HapylleHHe/YCUJICHUE 3PHUTEIBHOTO BOCIPHUSTHUS
u/unmu porodoburo. [Ipy HaTUIMKM TAKMX CUMIITOMOB MAIIUEHTHI TOJKHBI U30€TaTh BHIMOTHEHUS
MOTEHIIMAIBHO OMACHBIX IEHCTBUH, B YACTHOCTH, YIIPABJICHUS aBTOMOOMIIEM WJIH UCTIONB30BaHUS
CIOXHOU TexHUKH. [Ipu mpueme BOpUKOHA30JIa MAIMEHTHl HE JTOJKHBI BOAUTH aBTOMOOWIIH 10

HOYaM.
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(MOCNEODBATENBEHOCTE 0004)

4.8. HexxenaTesbHbIE peaKIIUU

PesroMme HexxenaTeabHBIX PeaKIIU

Jlannubpie 0 06€30macHOCTH BOPHKOHA30JIa OCHOBAHBI HA PE3yJIbTaTax MCCIEOBaHUS Oojiee 4eM
2000 yenoBek (1655 manMeHTOB, MPUMEHSIOMIMX BOPHKOHA30J B JIEYEOHBIX melsax u 279 ¢
IpOopUIAKTUYECKON II€7bI0), IMPEACTaBICHHBIX TE€TEePOreHHOM MOMyJasuue (ManueHTsl co
3JI0KQUYECTBEHHBIMH  HOBOOOpa3oBaHUSIMH KpoBH, BWY-uHpHUIMpOBaHHBIE MalMEHTHl C
KaHAMJI030M THIIEBOAA M pePpakTepHbBIMA TpUOKOBBIMH HMHGEKIUSAMH, NalueHTH 0e3
HEUTPOIIEHNH ¢ KaHAUJEMHUEeH UM acepriuIe30M, a TaKKe 3J0POBbIE JOOPOBOJIBIIBI).
HauOonee pacrnpocTpaHEHHBIMM HEXEIATENbHBIMM DPEAKLUAMHU SIBISIOTCS HAPYLIEHUS CO
CTOPOHBI OpraHa 3peHHsI, OTKJIIOHEHHE OT HOPMBI PE3yJIbTaTOB (PYHKIMOHATIBHBIX P00 MEeUeHH,
JMXOpaJiKa, ChIllb, PBOTA, TOUIHOTA, AMApes, TOJOBHAA O0Jb, MepudepudecKue OTeKH, 00Ib B
KUBOTE M yrHETeHHUe JbIxaHus. HexenarenbHble peaky 0ObIYHO OBUIM JIETKO MM YMEPEHHO
BbIpakeHbl. KilMHUYeckn 3HaYMMOl 3aBMCHUMOCTH 0€30IacCHOCTH Ipernapara OT BO3pacTa, pachl
WJIM 110J1a HE BBIABIICHO.

Kputepun oreHku 4actoThl: ouens wacmo (> 1/10); uwacmo (> 1/100 no < 1/10); newacmo (>
1/1000 mo < 1/100); peoko (> 1/10000 mo < 1/1000); ouenv peoxo (< 1/10000); uacmoma
HeusgecmHa (He MOXeT ObITh OLIEHEHA Ha OCHOBE UMEIOIIMXCS JTAaHHbIX).

Hngpexyuu u uneasuu

Yacmo: cuHyCUT, TACTPOIHTEPUT, TUHTUBUT;

Heuacmo: iceBnoMeMOpaHO3HBINA KOJIUT, TMM(AHTUT, TIEPUTOHMUT.

Hobpokauecmeennvie, 310KauecmeenHvle U HeYyMOYHeHHble HOB00OPA3068aAHUs (BKII0UASA KUCMbL U
nounsl)

Yacmoma neuzgecmna’ TUIOCKOKJIETOYHBIN PAK KOXKHU.

Hapywenus co cmopoHbl Kposu u iumgpamuiecko cucmembyl

Yacmo: arpanynonunTo3 (BKiIrouas (eOpHiIbHYI0 HEUTPOIIEHNIO U HEUTPOTIEHUIO ), TAaHIIUTOICHNUS,
TPOMOOLIUTONEHUS (BKJIIOUAs UMMYHHYIO TPOMOOLIUTONIEHUYECKYIO MMYPIYypPY), AHEMUS;
Heuacmo: nenpeccus KOCTHOTO MO3ra, JIEHKONEeHUs, TuMdaaeHonaTus, 303MHO(GUITNS, CUHAPOM
JUCCEMUHMPOBAHHOTO BHYTPUCOCYAMCTOTO CBEPTHIBAHUS.

Hapywenus co cmopoHbl uMMyHHOU cUCmembl

Heuacmo: annepruyeckue peakiyy;

Peoxo: anapunakTouHbIe peaKIIUHU.

OHOOKpUHHbIE HAPYUWEHUS

Heuacmo: HeNOCTaTOYHOCTHh KOPBI HAJTIOYEYHUKOB, THIIOTUPEO3;

Peoko: runeptupeos.
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Hapywenus memaboauzma u numarusi (NOCNEOCBATENEHOCTE 0004)

Ouenb yacmo: nepudepuvecKre OTeKH;

Yacmo: TUNOKAIMEMHUSs], TUIIOTJIMKEMUSI, TUIIOHATPUEMUS (BBISIBICHO B MOCTPETUCTPALMOHHBIX
UCCIICIOBAHMSIX ).

Icuxuueckue napyuwenus

Yacmo. TATIONUHAIIIY, CITYTAHHOCTh CO3HAHUS, ACTIPECCHS, TPEBOra, OECCOHHMIIA, AXKUTAIIUS.
Hapywenus co cmoponul nepénoii cucmemvl

Ouenb wacmo: TOJIOBHAS 0OIIb;

Yacmo: cUHKOIIE, TPEMOp, MApPECTE3Usl, COHIUBOCTb, I'OJOBOKPYKEHHUE, CYIOPOrH, HUCTArM;
Heyacmo: oTek TOJOBHOTO MoO3ra, OSHIe(haIonaTus, >SKCTPAMUPAMHUIHOE PACCTPOHCTBO,
nepudepudeckas HeHpomaTHs, AaTakCHs, THIIECTE3Us, JUCTeB3Us (HAPYIICHHE BKYCOBOTO
BOCITPHUSATHSA);

Peoko: neuenounas sauedanonarus, cuaapom I mitena-bappe.

Hapywenus co cmoponwl opeana 3penus

Ouenb uacmo.: HaApYUIEHUE CO CTOPOHBI OpraHa 3peHHs (B TOM YMCIE HEUETKOCTh 3PEHHS,
3aTyMaHeHHoe 3peHue, poTodoOusi, XJI0poIcus, XpOMaTOICHsi, CBETOOOSI3Hb, [IBETOBAS CIEMNOTA,
LMAHOICHUs, HAJIMYME B MOJE 3PEHUS PaayKHbIX KPYIOB BOKPYI MCTOYHMKOB CBETa, HOYHAs
CJICTIOTa, OCIHWJUIONCHS, (OTONCHs, MeplaTelibHas CKOTOMAa, CHUXCHHE OCTPOTBHI 3PCHUS,
3pUTENIbHAS SIPKOCTh, Ne(EKT MOoJeil 3peHusi, TUIaBarolue MOMYTHEHUSI CTEKJIOBUAHOTO Tela U
KCAHTOIICHS ),

Yacmo: KpOBOU3IUSIHUE B CETUATYIO OOOJIOUKY TJa3a;

Heuacmo: HEBpUT 3pUTEIBHOTO HEPBA, OTEK COCKA 3PUTEITBHOTO HEPBA, OKYJOTHPHBIN KpHU3,
JUTIIONHS, CKJIEpUT, Osiedapur;

Peoxo: atpodus 3puTeNnbHOT0 HEPBA, TOMYTHEHHUE POTOBHUIIBI.

Hapywenus co cmoponwl opeana ciyxa u nabupunma

Heuacmo: BepTuro, runoaxysus, IyM B yIax.

Hapywenus co cmoponvl cepoya

Yacmo: HaIKeTyJOUYKOBAsE apUTMUS, TaXUKapIus, OpaTuKapIaus;

Heuacmo: GuOpUIISIIAS  KENYyA0YKOB, KEIyJA0YKOBas SKCTPACHCTONHS, HAKETyJ0YKOBas
TaxXuKapJIus, )KeIyT0UKOBasi TAXUKAP NS,

Peoko: apuTmus 1Mo TUIY «ITUPYIT», TIOJHAS aTPUOBEHTPUKYJSIpHAs OjoKazga, OJI0Kaaa HOXKKH
nyuka ['uca, y3710Bble apUTMUU.

Hapywenus co cmoponwl cocyoog

Yacmo: aptepuanbHas TUNOTeH3UsI, PreduT;
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Heuacmo: TpoM60odeour. (MOCNEOQBATENEHOCTE 0004)

Hapywenus co cmoponul OvixamenvHotl cucmemsl, 0peanos 2pyOHOU KIemKU U Cpe0oCmeHUs
Quenv wacmo: yTHETEHUE bIXaHUS;

Yacmo: 0TEK JIETKUX, OCTPBIA PECIUPATOPHBINA JUCTPECC-CUHIPOM.

Kemyoouno-kuuieunvie HapyueHus

Ouyenv wacmo: TOIMHOTA, PBOTA, TUApesi, 00Ib B )KUBOTE;

Yacro: XeUnuT, JUCIIENCHs, 3arop;

Heuacro: nyoaeHUT, r10CCUT, TAHKPEATHUT, OTEK SI3bIKA.

Hapywenus co cmoponvl neuenu u stcenuedbleo0auux nymeti

Oyenv yacmo.: OTKIOHEHUS OT HOPMBI PE3YJIbTAaTOB (PYHKIIMOHAIBHBIX TEUYEHOUYHBIX TECTOB
(moBeienue aktuBHOCTH ACT, AJIT, menounoit ¢ocdaraspl, raMma-riryramuiaTpancdepassl,
JaKTaTACTUAPOTreHasbl, TunepOunpyounemus); Yacmo: xenryxa, XojectaTH4ecKas >KenTyxa,
TernaTur;

Heuacmo: nedeHO4YHast HEJOCTaTOYHOCTb, XOJELUCTUT, XOJIEIUTHA3, YBEIUUECHUE TICUEHU.
Hapywenus co cmoponsl Kodtcu u nOOKOIHCHbIX MKAHel

Ouenwv yacmo: ChIIb;

Yacmo: 5kcONMATUBHBIN JEPMATHUT, aJOMNENUs, KOXHBIM 3yJ, MakKyJolamyle3Has CblIlb,
pUTEMA;

Heuacmo: cunnpom CruBeHca-/[)koHCcOHa, QoToceHCHOMNIM3anus, KpanuBHHLA, HK3EMa,
TOKCHUYECKHI SMUAepMaIbHBI HEKPOJIN3, aHTHOHEBPOTUYECKHUI OTEK, MyIbTU(QOPMHAs SpUTEMA,
MICOpHa3, AJIEPTUIECKUI IEpPMaTUT, MMypIlypa, Nanyae3Has Chillb, MAKYJISIPHAs CHIIb;

Peoxo: nceBaonopdupusi, croiikas JeKapcTBEHHAs SPUTEMA;

Yacmoma neuzeecmmua: KoxHasi GopMa CUCTEMHON KpacHOM BOJYAHKH, JIEKAPCTBEHHAs peaKus
C 03MHO(MUINEH U CUCTEMHBIMH CUMIITOMAaMH.

Hapywenus co cmoponwl mvluleyHotll, ckelemHoul U cOeOUHUMeNbHOol MKAHU

Yacmo: 00JIb B CIIUHE;

Heuacmo: aptpurt;

Yacmoma HeuzsecmHa: EPUOCTHUT.

Hapywenus co cmoponwl nouek u Mouesvbi800awux nymeti

Yacmo: octpas novyeqHasi HeIOCTaATOYHOCTh, TeMaTypus;

Heuacmo: Hekpo3 MOYEUHBIX KaHABIIEB, IPOTCHHYPHS, HEDPUT.

Obwue Hapywienus u peaxyuu 8 mecme 68e0eHuUs

Ouenv wacmo: MTUXOPALKA;

Yacmo: 03000, acTeHus, 0O B TPYAHOU KIIETKE, TPUMNONO00HOE 3a00JIeBaHUE, OTEK JUIIA
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IBATENEHOCTE 0004)

o (NoOC ]
(BKJIIOYAst NEPHOPOUTAIBHBIN OTEK, OTEK I'y0 U QTEK pTa)!_l JCNENO

Heuacmo: peaKI_II/ISI/BOCHaJICHI/Ie Ha MCCTC MHBCKINU.

UccnenoBanusa

Yacmo: noBbILIEHNE KOHLIEHTPALIMKA KpeaTUHUHA B KPOBU;
Heuacmo: ynnunenue unrepsaia QT na OKI', noBbllieHre KOHIIEHTPAIIU MOYEBUHBI B KPOBH,
MOBBIIICHUE KOHIICHTPALIMH XOJIECTEPHUHA B KPOBH.

[To6o4HOE aelicTBUE IIPH NPUMEHEHHHN V JIETEN

br110 ycTaHOBIIEHO, 4TO HEXeNaTeabHble 3G eKThl mpemapara y aeTeit B Bo3pacte ot 2 10 12 jer
AQHAJIOTMYHBI TAKOBBIM Y B3POCIHbIX. Y JieTel HaOo1anachk 0osee BhICOKask YaCTOTa MOBBILLICHUS
AKTUBHOCTH TIEYCHOYHBIX ()ePMEHTOB. B X0/1€ TOCTPETrUCTPallMOHHBIX UCCIICIOBAHUIA BBISIBIICHO
pa3BUTHE NaHKpeaTHTa y JeTed Ha (oHE Tepanuu BOPHKOHA30JIOM, a Takxke Oojee dactoe
BO3HHUKHOBEHHE KOXKHBIX PEAKIUH.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

Baxxno cooOmare 0 T1OA03pEBACMBIX HEXKENATEIbHBIX PEAKIUAX TI0CIe PErHCTpaluu
JICKapCTBEHHOTO TIperiapara ¢ meiiblo 00eCcreueHrs: HeMPEePhIBHOIO MOHUTOPHUHTA COOTHOIIICHUS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpernapara. MeauiuHCKUM paOOTHUKAM pPEeKOMEHIYEeTCs
co00IaTh O JIIOOBIX MO03PEBACMbBIX HEXKENATEIbHBIX PEaKIUsAX JEKapCTBEHHOTO Ipemnapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIEHUS O HEXKENIATEeNbHBIX PEAKIUAX TOCY/1apCTB — YWICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas ®@enepanus

109012, r. MockBa, CrnaBsiHCKasl miiomanip, 1. 4, ctp. 1

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

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

OnexkTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHeT»:

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

4.9. Ilepeno3npoBka

CuMOTOMBI

N3BecTHO 0 Tpex cilydasx CiaydallHOHN Mepelo3upoBKH. Bece ynmoMsHyThIE Cilydau MPOU30LUIN Y
JeTell, KOTOPbIM BHYTPUBEHHO Oblila BBEJEHA J103a BOPHUKOHA30J1a, B MATH pa3 MpPEBbIIIAIONIAs
PEKOMEHI0BAaHHYIO.

Nmeercs cooO1ieHne 0 eIMHUYHOM citydae poTododun, mpooHKUTENbHOCTRI0 10 MUHYT.
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NMewente (NOCNELQOBATENEHOCTL 0004)

AHTHJIOT BOPMKOHA30J1a HEM3BECTEH. B cilydyae rnepeo3upoBKU MOKa3aHa CUMIITOMATUYECKas U
MO/1JICPKUBAIOIIAST TEPAITUS.

BopukoHna3on BBIBOAMTCS B XOoJe TeMoauanu3a ¢ kiaupeHcoMm 121 wmu/mub, Oetanekca
cynb(hoOyTHIIaT HATpUS — C KIMpEeHcoM 55 mi/MuH. B cinyyae mepeno3MpoBKHM reMoJuainu3
MOJKET CIOCOOCTBOBATh BBIBEJCHUIO BOPHKOHA30J7a M Oerajzekca Cynb(oOyTHiIaTa HATpUs W3

OpraHu3Ma.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaMHUYeCKHe CBOMCTBA
®dapMakoTepaneBTUYECKas TPYIMa: MNPOTHBOTPUOKOBBIE CPEICTBA CHCTEMHOTO JCHCTBHS;
MIPOU3BOHBIC TPUA30JIa U TETPa30Ja.

Konx ATX: JO2ACO03

MexaHu3M ASHCTBHUS U d)aDMaKOHI/IHaMI/I‘leCKI/IC B(bd)eKTLI

BopukoHna3on - npoTHMBOrpHMOKOBBIM Ipenapar IIMPOKOTO CHIEKTpa JCWCTBUS M3 TPYIIIbI
Tpua3ojoB. MexaHu3M JEeMCTBHS BOPUKOHA30JIa CBSI3aH C HHIMOMpOBaHHWEM TIpUOKOBOIO
uuToxpoma Pasp, 4TO sIBISIETCS KITFOUEBBIM ATanoM OMocuHTe3a sprocreposna. Hakormienne 14a-
METHJICTEPOJIa KOPPETUPYET C MOCIEAYIOMEH MoTepel 3procrepoia B rPUOKOBBIX KIETOUHBIX
MeMOpaHax, 4TO OOyClIaBIMBaeT IPOTUBOIPUOKOBYIO AaKTHBHOCTh BOpPUKOHA301a. bblio
YCTAHOBJICHO, YTO BOPUKOHA30J1 00JIee CeIEKTUBEH B OTHOLIEHUH U30(hepMEHTOB IUTOXpOMa Paso
rpuOKOB, 4YeM B OTHOLIEHUHU Pa3IMYHBIX (PEPMEHTHBIX CUCTEM LIUTOXPOMA P450 MIEKOMUTAIOIINX.
[TonoxxuTenpbHON CBSI3M MEXIY CPEIHUMH, MaKCUMAJIbHBIMH U MUHUMAJIbHBIMU 3HAUYEHUSMU
KOHIIGHTPAallMM BOPHMKOHA30Jla B IUIa3Meé KpoBU U 3(PQEeKTHBHOCTBIO Ipemapara B
TEpaneBTUUECKUX HCCIEI0BAaHUSIX HE BBIABICHO M 3Ta B3aMMOCBS3b B NPO(PUIAKTHUECKUX
UCCIIEIOBaHMSIX He wu3ydanach. {dapmakoauHamuyeckuil M (apMaKOKMHETHYECKHI aHamu3
JAHHBIX KJIMHUYECKUX HCCIIETOBAHUI BBISIBUI MOJIOKHUTEIBHYIO CBSI3b MEX]Y KOHLEHTpaluen
BOPUKOHA30Ja B IUIa3M€ KPOBU M OTKJIOHEHHEM OT HOPMbl OMOXMMHYECKHMX IIOKazaTesei
(GYHKLUY MIEYeHHU, a TAaKXKe 3pUTENIbHBIMU HapYIICHUMHU.

In vitro BopukoHa301 001aAaeT MIMPOKUM CIEKTPOM MPOTUBOTPUOKOBOTO JICHCTBUS: aKTHBEH B
orHomrenun Candida spp. (Bkmrouas mrammel C. krusei, ycroWdmBbie K (QIyKOHA30Iy, H
pesucrenTHble mTamMMbl C. glabrata v C. albicans), a Takxke NPOSBIAET QYHTUIUAHBINA 3P PEKT B
OTHOUICHUH BCEX H3y4YeHHBIX ImTamMMoB Asperdillus spp. u maroreHHBIX TPHOOB, CTABLIMX
aKTyaJIbHBIMH B TIOCJIEIHEE BpeMs, BKItodas Scedosporium spp. wiam Fusarium spp., kotopsie

OrpaHUYC€HHO YYBCTBUTCIIBHBI K CYIICCTBYIOIIUM HpOTI/IBOl"pH6KOBI)IM cpeacTBam.
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OTYETY

NpoJeMOHCTpUpoBaHa npu WHpekuusx, Bei3BaHHBIX Aspergillus spp., Bkmouas A. flavus,
A. fumigatus, A. terreus, A. niger, A. nidulans, Candida spp., Bkmwouas C. albicans, C. glabrata,
C. krusei, C. parapsilosis u C. tropicalis, a Takke B OTHOIICHUH OTPAHUUCHHOTO YHCIIA IITAMMOB
C. dubliniensis, C. inconspicua, u C. guilliermondii, Scedosporium spp., BkiIrOYas
S. apiospermum, S. prolificans u Fusarium spp.

Jpyrue rpubkoBble HHPEKINH, IPH KOTOPBIX TPUMEHSIICS BOPUKOHA30J (MHOTAA C YaCTUYHBIM
WK TIOJIHBIM OTBETOM), BKJIFOYAJIM B ce0s OTAEIbHBIC Clyyan HH(EKIni, Bpi3BaHHbIX Alternaria
spp., Blastomyces dermatitidis, Blastoschizomyces capitatus, Cladosporium spp., Coccidioides
immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala
spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium spp.,
skirouas P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon spp.,
Bkirogas 7. beigelii.

[IponeMoHCTpUpPOBaHa AKTUBHOCTh BOPUKOHA30J1a IN VItr0 B OTHONICHUU KIIMHUYECKUX IIITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. Poct GOJNBIIMHCTBA ITAMMOB MOJABISUICS TPU KOHIICHTPAIMSIX BOPHUKOHA30J1a OT
0,05 MKr/mut 1o 2 MKI/MIL.

BrisiBiieHa Tak)Ke aKTUBHOCTh BOpUKOHA30d1a in Vitro B otHomenuu Curvularia spp. u Sporothrix
Spp., 0OIHAKO KIMHUYECKOE 3HaYCHUE TaHHOTO Y PeKTa HEU3BECTHO.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

®apMaKOKMHETUYECKME  NAapaMeTpbl  BOPUKOHA30JIa  XapaKTEpU3YIOTCA  3HAYUTEIBHOMN
MEXHH/IMBUTyaJIbHOW BapuabeIbHOCTHIO.

®apMaKOKMHETHKAa BOPUKOHA30J1a SIBJISETCS] HETMHENHON 3a CUET HACBIIIEHUS €ro MeTabonu3Ma.
[Tpu noBbILIEHNH 03Bl HAOMIOIAETCS HEMPONOPLUOHAIbHOE (00siee BIpa)KEHHOE) YBEIMUYCHHE
AUCTt. VBennuenue nepopainbHoil 10361 ¢ 200 mr 2 pa3a B cyTku 70 300 Mr 2 pasza B CyTKH
npuBoauT K yBenunuenno AUCT B cpenHeM B 2,5 paza. Bo3nelictBue BoprKoHa301a Mpu nMpueMe
BHYTPb nojaepkuBarorieit 10361 200 mr (wim 100 Mr a1 maniueHToB ¢ Maccoi Tena meHee 40 Kr)
COOTBETCTBYET BO3ACUCTBUIO BOPUMKOHA30J1a MPH NMPUMEHEHUH BHYTPUBEHHO B J103€ 3 MIV/KT.
[Tpunpueme BHYTpb nojaepkuBatomieid 10361 300 mr (uau 150 Mr a5 manmMeHToB ¢ Macco Tena
MeHee 40 Kr) Bo3AeHCTBHE COOTBETCTBYET BO3/CHCTBHIO BOPUKOHA30JIa IPU BHYTPUBEHHOM
MPUMEHEHUU B J03€ 4 MI/KT.

[Ipy BHYTPUBEHHOM BBEJECHHM WM IPUEME BHYTPb HACBHIIIAIOIMX 103 BOPHKOHA30Ja
paBHOBECHAs1 KOHILIEHTpALMsl TOCTUTaeTcsl B TeUeHUe nepBbIX 24 4. Ecnu npenapar Ha3HayaroT

2 pa3a B CyTKM B CpeAHMX (HO HE B HACBHIAIOIIMX) J03aX, TO MPOUCXOIUT KyMYJISLIHS
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HAIMEHTOB.
AOGcopouus

Bopukonaz3on ObICTPO M MPaKTHYECKH MOJTHOCTHIO BCACHIBAETCS MOcie Mpuema BHYTPb: Cmax
Jlocturaercs yepes 1-2 4 mocie npuema.

BuonoctynHocTh BOpHKOHa30J1a P pHeMe BHYTPh cocTasisieT 96 %. Ilpu nmoBropHOM Ipueme
¢ mumei ¢ OonpmmuM coaepkanueM KHUPoB Cmax 1 AUCt cHmxkatorcs Ha 34 % u 24 %,
COOTBETCTBEHHO. BcackiBaHe BOpHKOHA30J1a He 3aBUCUT OT PH kemymo4Horo coka.

Pacopenenenue

Cpennuii 00beM pacrpesielieHdss BOPUKOHA30JIa B PAaBHOBECHOM COCTOSTHHHM COCTaBIISIET OKOJIO
4,6 1/KT, 4TO yKa3bIBAaeT Ha aKTHUBHOE PACIpe/elICHHEe BOPHKOHA30J7a B TKaHU. CBS3BIBAaHUE C
OenkamH I1a3Mbl KpOBU cocTaBisieT 58 %.

Bopukonazon mnponukaer yepe3 remarodHiedanuyeckuit 6aprep (I'Ob) m ompenensiercs B
CITMHHOMO3T'OBOM JKUJIKOCTH.

Buorpancdhopmariusa

CorylacHO JaHHBIM HCCJICIOBaHH IN Vitr0 BOPHUKOHA307 METAOOJU3UPYETCs MO JCHCTBHEM
uzopepmentoB CYP2C19, CYP2C9 u CYP3A4. Baxuyo ponb B MeTabosM3Me BOPUKOHA30JIA
urpaet m3opepment CYP2C19, nposBasiomuii BeIpaXEHHBIH TeHETHYECKUN MOTUMOp(H3M, B
CBSI3M C YEeM TOHWKCHHBIH MeTaboIM3M BOPHKOHA30J7a BO3MOXKeH y 15-20 % mpencraButenei
a3MaTCKOTO MPOUCXOXKAECHUS U y 3-5 % mnpeactaBUTesiell eBpONEOUMAHOM M HErpOUJIHOM pac.
VY CTaHOBIJIEHO, UTO y MAIIMEHTOB C MOHWKEHHBIM MeTaboan3MoM AUCT BOpHKOHA30I1a B CPETHEM
B 4 pa3a BblIllIe, YEM Y TOMO3UTOTHBIX MAIIMEHTOB C BHICOKUM META0O0IU3MOM. Y IeTepO3UTOTHBIX
MAaIlMEeHTOB ¢ BBICOKMM MeTabomm3MomM AUCT BOpHUKOHA30J1a B CPEIHEM B 2 pa3a BBINIE, YEM Y
TOMO3HUTOTHBIX.

OCHOBHBIM METAa0OJIMTOM BOpHKOHa3o0iia siBisgercss N-okcu, 1011 KOTOPOTO COCTABISIET OKOJIO
72 % oT 00111er0 KOIMYeCTBa IUPKYIUPYIONINX B TJIa3Me KPOBH META0OIUTOB C PAIMOAKTHBHOM
METKOH. TOT METa0OIUT 001a/1aeT MUHUMAJIbHON TPOTUBOTPUOKOBON aKTUBHOCTBIO U HE BHOCUT
BKJIa/l B KJIMHUYECKUH 3P PEeKT BOPUKOHA30JIA.

DJIMMUHALNS

Bopukona3on BbIBOAWTCS B BHIE METAa0OJIUTOB IMociie OuoTpaHchopMaluyd B TEUEHU; B
HEU3MEHEHHOM BH/JI€ TOYKaMU BBIBOJIUTCS MeHee 2 % OT BBEIEHHOW JJ03bI IIpernapara.

ITocie MHOrOKpaTHOro NpueMa BOPHUKOHA30Jla BHYTPb WM BHYTPUBEHHOI'O BBEJIEHUS B MOYE
oOHapyxuBaetrca okoiio 83 % u 80 % no3bl mpenapaTa, COOTBETCTBEHHO. bombinas vacTh

(> 94 %) o61wieit 10361 BBIBOIUTCS B TeUSHHE MEPBBIX 96 4 MOCIIe TpHeMa BHYTPh U BHYTPHBEHHOTO
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BBeneHus. Ilepuon momyswiBenenust (Ti2) B pHKOHaEGh_‘é:m;-gg% ¥l R s hser

npuMepHO 6 4 mpu npueme mpenapata BHYTpb B fo3e 200 Mr. B cBsi3u ¢ HEIMHEHHOCTBIO
(apMaKkOKMHETUKHM BeNWYMHA T1/2 HE TO3BOJIET MPEACKa3aTh KyMYJSIIMIO WM BBIBEACHUE
BOPUKOHA301a.

Oco0ble rpynnbl NalkeHTOB

Ilon

[Ipu MHOTOKpaTHOM NIpHeMe BOpUKOHA30J1a BHYTPb Cmax 1 AUCT y 310pOBBIX MOJIOBIX KEHIIHH
obu1 Ha 83 % u 113 % cOOTBETCTBEHHO BBIIIE, YEM Y 3A0POBBIX MOJIOABIX MykuuH (18-45 ner).
3HaunMbIX pa3nuuuid Cmax 1 AUCT y 310pOBBIX MOXKHJIBIX MYKYMH MU 3JOPOBBIX IMOXKHIIBIX
JKEHIUH (> 65 5er) HeT. PaBHOBECHAst KOHIIEHTPAIUsl BOPUKOHA30J1a B IJIa3ME KPOBH Y JKCHIITUH
obuta Ha 100 % u 91 % BbIIIe, YeM y MY)KUUH IOCJIe IpUeMa Ipernapara B BUJE TAOJIETOK MU
CYCIIeH3HH, COOTBETCTBEHHO. HeoOX0IMMOCTH KOPPEKIMH 1036l BOPUKOHA30JIa B 3aBUCHMOCTHU
ot nosia HeT. KoHlleHTpauuu B mia3Me KPOBH Y MY>KUUH U JKEHIIUH CXOJTHBI.

Bospacm

[Ipu MHOTOKpaTHOM IprUeMe BOPUKOHA30ja B BHJE TabIeTOK BHYTPh Cmax 1 AUCT y 3110pOBBIX
MOKUJIBIX MY>KUHUH (= 65 5ieT) Ha 61 % u 86 % COOTBETCTBEHHO BBIIIIE, YEM Y 3/I0POBBIX MOJIOJIBIX
myxuuH (18-45 ner). 3naunmbix pa3nunduil Cmax 1 AUCT y 310pOBBIX TOXKUIIBIX JKSHIHUH (> 65
JIET) U 3J0POBBIX MOJIOJBIX >keHIUH (18-45 ner) Her.

[Ipoduinp 6e30macHOCTH BOPUKOHA30J1a Y MOJIOJBIX U MOMXKWIIBIX AIIUEHTOB HE OTINYAETCS.
HeoOxoaumMocTu KOppeKInu 1036l BOPUKOHA30J1a B 3aBUCIMOCTH OT BO3pacTa HerT.

Jemu

VY nereil otmedaercss OoJbliasi BHYTPUMHAWBHUIYyajdbHas BapHaOeIbHOCTh, YEM Y B3POCIBIX.
CpaBHEeHHE AETCKOM M B3pOCIION MOMYJsIUNA Mmokaszano, yto npeamnonaraemas AUCT y nerei
1ocje BBEJCHMs HachIarouied 036l 9 MI/Kr Oblla CpaBHMMa C TaKOBOM Yy B3pOCIHBIX MOCHE
BBEJICHUS HachlLaromen 1036l 6 Mr/kr. Ilpeanonaraemas obmas KOHIEHTpaLus y AeTeil mocne
BBEJICHHS TIO/IJICPKUBAIOIIEH 10361 4 MI/KT U 8 MT/KT JiBa pa3a B CYTKU ObLIa Tak)Ke CpaBHUMa C
TaKOBOH y B3pOCIIbIX MIOCTIE BBECHUS MOIIEPKUBAIOLIEH 1036l 3 MI/KT M 4 MI/KT JiBa pa3a B CyTKH.
KonnenTpanus BopukoHa3o1a Mpy BHYTPUBEHHOM BBEJECHUH B J103€ 8 MI/KT B JIBa pa3a BHIIIIE,
4yeM IpH MpUeMe BHYTPb B J103€ 9 MI/KT. BHOJOCTYTHOCTS BOPUKOHA301a MPH IIpUEMe BHYTPb Y
JeTel MOXKEeT OrpaHMYMBATHCS HapYIIEHWEM BCAChIBAaHMS U JOCTATOYHO HU3KOM Maccoil Tena B
STOM BO3pacCTe U B 3TOM CIIy4ae MOXKET ObITh IOKa3aHO BHYTPHUBEHHOE BBEJCHHE.

[TomyueHHbIe JaHHBIE CBUIETEILCTBYIOT O 0OOJiee BHICOKOHM MMMUHAIIMKA BOPUKOHA30Ja y AeTel
10 CPaBHEHHIO CO B3POCIIBIMU B CBSI3U C OOJIBIIMM COOTHOLIEHHEM MACChl IEUEHH U MaccChl Teja.

YV OoNbpIIMHCTBA IMOAPOCTKOB KOHICHTpAlMd BOPUKOHA30JIa B IIJIa3ME€ KPOBU COOTBCTCTBYCT
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STOMY TOKAa3aTeNl0 Y B3pPOCIbIX MAlUEHTOB. llem He M@ﬂ%é,jﬂg&ﬁ&&ﬂh%hﬁe xR enns

KOHIIEHTpAlluy BOPUKOHA30J1a B IIa3M€ KPOBU Y HEKOTOPBIX IOJPOCTKOB ¢ HU3KOM Maccoil Tena
[0 CPAaBHEHHMIO CO B3POCIBIMH M OBbUIM OJMKEe K 3HAUCHHSIM TOTO JK€ IOKa3aTelis y JETEw.
OcHOBBIBasICh Ha MOMYJIALIMOHHOM (hapMaKOKMHETHYECKOM aHAJIN3€, IOJIPOCTKU B BO3pacTe ot 12
1o 14 et ¢ maccoii Tena menee 50 Kr JOJDKHBI TOJTy4YaTh J03Y BOPUKOHA30J1a, PEKOMEHOBAHHYIO
JUIS TIpUeMa y JeTeu.

Tayuenmoi ¢ Hapywenuem yHKyuu novex

Cas3piBanue ¢ OenkamMH IJ1a3Mbl CXOJHO Y MAllMEHTOB C PAa3IMYHOM CTENEHBI0 IOYEHHOM
HEJOCTATOYHOCTHU. Y MAIIMEHTOB CO CPETHEHN WIIH TSXKEJION CTENEHbIO HapyIIeHUs (YHKIIHH ITOYEK
(KOHIIEHTpanus KpeaTHHHHAa B CBIBOPOTKE > 220 MKMOnb/1 wiau 2,5 Mr/mi) Habmogaercs
KyMYJISLIHS BCIIOMOTaTEIbHOTO BELIECTBA - OeTajiexca Cyab(poOyTuiaTa HaTpuUs, BXOISIIIETO B
coctaB JuoduiIn3aTa Uid HPUTOTOBJICHUS KOHIIEHTpaTa Jis MPUTOTOBIICHUS pacTBOpa s
uHpYy3Uil.

THayuenmoi ¢ HapywieHuem yHKyuU neveHu

Hapymienne ¢yHKIMM TedeHW HE BIMSET Ha CBS3bIBAHUE BOPHKOHA30JIa C OEIKaMH IUIA3MBI
KkpoBH. CBeneHMi 0 papMaKOKMHETHKE BOPUKOHA30J1a y MAIIMEHTOB C TSAKEJIBIM IIUPPO30M ITEUEHU

(xmacc C no knaccudpukanuu Yaina-I1e10) Her.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
e beranekca cynbhoOyTunar HaTpus
6.2. HecoBMeCcTHMOCTH

CDaDMaIIGBTI/I‘-ICCKaﬂ HECOBMCECTUMOCTD

Bopukonaszon HecoBMmecTM ¢ 4,2 % pacTBOpPOM HaTpus TUApOKapOOHaTa, MO3TOMY €ro He
pEKOMEH/yeTCs UCMONb30BaTh B KauecTBe pacTBoputenss. COBMECTUMOCTb C JAPYTMMHU
KOHIICHTPALUSIMH HAaTPUs THAPOKAapOOHATA HEU3BECTHA.

[Tpenapat BoprkoHa3o HeNb3si BBOAUTH OJJHOBPEMEHHO C TperapaTaMyi KPOBU WIIM pacTBOPAMHU
AJIEKTPOJIUTOB BBICOKOW KOHIIEHTPALUH, JaXe eciaM JUIsl MH(Y3ull UCHONB3YIOTCS OTAEIbHBIE
KaTeTephl.

Nudysuro npenapara Bopukona3on He ciexyeT NpOBOANTE Yepe3 OAWH KaTeTep MM KaHIOJIO C
NPYTUMH JICKApCTBEHHBIMH CPEICTBAMH, BKIIFOYAsl MPETapaThl ISl MAPSHTEPATbHOTO MATAHHS
(Amunogysun 10 % Ilmroc).

JlaHHBIM JeKapcTBEHHBIN NpenapaT He CIeAyeT CMENIMBAaTh C JPYTMMH JIEKapCTBEHHBIMU

CpEICTBaMHU, 32 UCKJIFOYEHUEM YIIOMSHYTHIX B pasaeine 6.6.
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6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

HeBckphIThIid i1akoH

2 roja.

BoccTaHOBIIEHHBIN pacTBOD (KOHHCHTDaT)

C MHKpPOOMOJIOTMYECKOM TOUYKM 3peHus Mpemapar CileAyeT BBOIMTb HEMEJICHHO.
BoccranoBneHHbIH pacTBOp (KOHIEHTPAT) MOXKHO XpaHUTh He Oojee 24 4 mpu Temreparype oT
2 no 8 °C B TOM cityuyae, €clii OH ObLJI IPUTOTOBIICH B KOHTPOJIUPYEMBIX aCENTHYECKUX YCIOBHSIX.
6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPHU XPAHEHUU

XpaHuTh npu TemnepaTrype He Boiie 25 °C.

VYcnoBus XpaHeHus 0Cie BOCCTAHOBIIEHUS JIEKApCTBEHHOTO IIpernapara cM. B paszene 6.3.

6.5. XapakTep u cofep:kaHue NEPBUYHOH YIAKOBKH

JInopunuszar, copepxkamuii 200 Mr BOpHKOHa30ja, BO (PJIAKOH M3 MPO3PavyHOro OEeCLBETHOI'O
CTeKJ1a 1-ro THIPOJIMTHYECKOrO Kiacca BMECTUMOCTbIO He MeHee 20 MJ1, (JIaKOH YKYIOpUBAIOT
poOKoil pe3nHoBOM. DIAaKOH, YKYMOPEHHBIH PE3MHOBON MPOOKOH, OOKHMMAIOT KOJIIMAYKOM
AIIOMUHHUEBBIM, C IUIACTUKOBOM KpBILIKOM uiam 6e3 Hee. Ha (prakoHbl HakjeMBalOT 3THUKETKY
CaMOKJIESIIIYIOCH.

ITo 1 ¢pnakoHy MoMenar0T B KOHTYPHYO SIYEHKOBYIO YIIAKOBKY U3 IIEHKH ITOJIMBUHUIXJIOPUIHOM,
1100 MIICHKH MOJUBUHUIXJIOPHTHON/TTOTMBUHUINICHXIOPUIHON 1IH 0e3 Hee.

| KOHTYpHYIO STYEHKOBYIO yIMakoBKy ¢ 1 ¢makoHom mim 1 ¢rakoH BMECTEe ¢ MHCTPYKIHEH IO
MEIUIUHCKOMY IPUMEHEHHIO (JIMCTOK-BKJIAJIBIII) TOMEINAIOT B KAPTOHHYIO YIAKOBKY (MaYKy).
6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TNPH  YHUYTOXKEHHH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WM OTXOA0B, TMOJYYEHHBIX IOcjde NPHMEHeHus:
JIEKApPCTBEHHOI'0 MpenaparTa u Apyrue MaHUIYJISIUM C IPenapaToM

HHCI’}’ZPVKMM}Z no npucomoesiernuro pacmeopa ons LlHd)VS’MZZ

[Ipenapat BopukoHa3om BbIMyCKaeTcss BO (uUIakoHaX s OJHOKPaTHOTO IPHUMEHEHHs.
Conepxxumoe (1akoHa BOCCTaHABIIMBAIOT, PACTBOPSIS B 19 MIT BOJIBI [UII MHBEKIIHA, U TIOTYJalOT
20 MJ mpo3pavyHOro OECIBETHOrO pacTBopa (KOHIIEHTpATa), COAEPIKAIEr0o BOPHUKOHA30 B
koHueHTpauuu 10 mr/mit. Eciin pactBopuTens He OCTyNaeT Bo (IIaKOH MOJ JIefiCTBUEM BaKyyMa,
TO (pr1aKOH MCHOIB30BATh HeNb3d. [lepea npuMeHeHneM HeoOXOAUMBIM 00beM KOHILIEHTpaTa (CM.
TabynIly) NpuOaBISIOT K PEKOMEHIYEMOMY COBMECTUMOMY PacTBOPY JUIsl MHPY3UH (CM. HUXKE) U

MOJIy4aloT PAcTBOP, COMEPKALUN BOPUKOHA30JI B KOHIIEHTpauusax oT 0,5 Mr/mi 10 5 Mr/mi.
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Heo6xoaumMble 00beMbI KOHIIEHTpaTa npernapar Bopnxtﬂ%&ﬁl FoMntd: =/ 1EHOCTE 0004)

O0Bembl KOHILIEHTpaTa npenapara Bopukonasoun (10 mr/mit), HeoOXoaUMBbIe
Macca Tena UISL TIPUTOTOBJICHUSI:
(xr) Jo3a 3 mr/kr | Jlo3a 4 mr/kr | Jlo3a 6 mr/kr | Jlo3a 8 mr/kr | Jlo3a 9 mr/kr
(ducno (ducmno (ducno (aucno (ducno
(h1aKoHOB) (h1aKoHOB) (h1aKoHOB) (h1aKoHOB) (haxkoHOB)
10 - 4,0 ma (1) - 8,0 mi (1) 9,0 M (1)
15 - 6,0 mi (1) - 12,0 m (1) 13,5 M (1)
20 - 8,0 mit (1) - 16,0 mu (1) 18,0 mut (1)
25 - 10,0 mut (1) - 20,0 mi (1) 22,5 mn (2)
30 9,0 M (1) 12,0 m (1) 18,0 M (1) 24,0 M (2) 27,0 mi (2)
35 10,5 m (1) 14,0 m1 (1) 21,0 M1 (2) 28,0 M1 (2) 31,5 M (2)
40 12,0 mut (1) 16,0 mu (1) 24,0 M (2) 32,0 Mt (2) 36,0 M (2)
45 13,5 mi (1) 18,0 M (1) 27,0 M1 (2) 36,0 M (2) 40,5 mn (3)
50 15,0 m (1) 20,0 mi (1) 30,0 M1 (2) 40,0 M1 (2) 45,0 M (3)
55 16,5 mi (1) 22,0 M (2) 33,0 M1 (2) 44,0 mn (3) 49,5 mn (3)
60 18,0 mut (1) 24,0 mn (2) 36,0 mi (2) 48,0 mi (3) 54,0 mi (3)
65 19,5 mi (1) 26,0 M (2) 39,0 mx (2) 52,0 mx (3) 58,5 M (3)
70 21,0 M1 (2) 28,0 M1 (2) 42,0 ma (3) - -
75 22,5 mn (2) 30,0 mit (2) 45,0 ma (3) - -
80 24,0 M1 (2) 32,0 M (2) 48,0 M1 (3) - -
85 25,5 mn (2) 34,0 M (2) 51,0 mx (3) - -
90 27,0 M1 (2) 36,0 M1 (2) 54,0 mx (3) - -
95 28,5 M1 (2) 38,0 M1 (2) 57,0 M (3) - -
100 30,0 M (2) 40,0 M1 (2) 60,0 M1 (3) - -

[Ipenapar Bopukonazon, nuoduimn3aT Jyisi TPUTOTOBJICHUS KOHIIEHTpATa JUIsl MPUTOTOBJICHUS
pactBopa nisi uH(QY3MM, MpeACTaBIseT CO00M CTepuibHBIN Jroduiuzar 0e3 KOHCEepBaHTAa,
MpeIHa3HAYeHHBIA i OJHOKPATHOTO mpuMeHeHus. C MHKPOOHOJIOTHYECKOH TOYKU 3pEHUS
npenapar cleyeT BBOJAUTh HEMEIJeHHO. BoccTaHOBIEHHBIM pacTBOp (KOHLIEHTPAT) MOXKHO
XpaHuTh He OoJiee 24 4 mpu Temneparype ot 2 10 8 °C B TOM ciydae, eciii OH ObLIT TPUTOTOBJICH

B KOHTPOJIUPYEMBIX aCCIITUYCCKUX YCIIOBUAX.
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KoHIIeHTpaT MOKHO Jajiee pa3BOJUTh CIIEIYIOI|MMU padﬂ'é'ﬁ%ﬂtﬁflc BATENEHOCTE 0004)

e 0,9 % pactBop HaTpus XJIOPUAA JUISI BHYTPUBEHHOTO BBEIICHHS;

e pactBop Punrepa nakrara i BHyTPUBEHHOTO BBE/ICHHUS;

e 5% pacTBOp JEKCTPO3bI M pacTBOp PuHrepa yakrara A BHyTPUBEHHOTO BBEICHUS,

e 5 % pactBop nekctpo3sl u 0,45 % pacTBOp HaTpusi XJOpuia s BHYTPUBEHHOTO

BBEJICHUS;

e 5% pacTBOp AEKCTPO3bI AJIsi BHYTPUBEHHOT'O BBEICHUS;

e 5% pactBop nekctpossl u 0,15 % pacTtBop Kanus Xjaopuaa sl BHyTPUBEHHOTO BBEACHUS;

e 0,45 % pactBOop HaTpusl XJIOpUJa JJisi BHYyTPUBEHHOT'O BBEIACHUS;

e 5% pactBop aexctpossl u 0,9 % pacTBOp HATPUS XIJIOPUJIA AJIsi BHYTPUBEHHOTO BBEJICHUSI.
CoBMECTUMOCTh BOPUKOHA30JI1a C APYTUMH PaCTBOPAMHU, TOMUMO YKa3aHHBIX BBIIIIE HEU3BECTHA.
[Ipenapar MOXXET BBOJUTHCS OJHOBPEMEHHO C TOJIHBIM IMApEHTEPATbHBIM MUTAHUEM U C
pacTBOpamMH 3JIEKTPOJIUTOB HEBHICOKOW KOHIIGHTpAI[MM Yepe3 OTAeNbHbIe KaTeTepbl WU

0TI[€J'II>HI>II71 BXOJ MHOT'OKAHAJIBHOT'O KaTCTCPaA.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

Poccus

000 «PUD»

445351, Camapckas 001., r.o. Xurynesck, r. Xwurynesck, yn. ['mapoctpouteneit, a. 6,
nomernt. 272.

7.1. IlpencraBuTeb AepKaTesisi PperiCTPALMOHHOIO YA0CTOBEPeHHUs

[Iperensnu morpebUTEIEH HAIIPABIIATH 110 AAPECY:

Poccns

000 «O30H Papm»

445043, Camapckast 0671., 1.0. Tonbsttu, Tep. O3 IIIT, maructpans 3-4, 34. 11, cTp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA
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9. JIATA MEPBUYHOW PErUCTPAIIIF-“GIOATBEPKALHNS

PETUCTPALIUU, HEPEPETUCTPALIUN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmast  xapakTepucTHKa JICKQpCTBEHHOTO Ipemapara BopukoHa30d  JOCTynHA  Ha
uH(pOpMallMOHHOM TMopTaje EBpa3suiickoro »KOHOMHYECKOTO COr03a B HH(OPMAlMOHHO-

KOMMYHHUKAIMOHHOM cetn «MuTepHeT» https://eec.eaeunion.org/.
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