bpunapra

Brinarga

NHCTPYKLUA
1O IPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
JJA MEJULIMHCKOT'O ITPUMEHEHM A

Perucrpanuonnsiii Homep: JIT1-006194

Toprosoe Haumenoanue: bpunapra

MHH nju rpynnupoBo4HOe HAUMeHOBaHMe: OpUH30JaMu + TUMOJION
JlekapcTBeHHas (popMa: KaIUIM IJIa3HbIE

CocraB kaniu riasnelie (Ha 1 m):

JlelICTBVIOIIINE BEIIECTBA

bpunzonamua 10 mr,
Tumomnona manear 6,83 Mr, 5KBUBAIEHTHO THMOJIONY 5 MT.

BcnomoraTenpHbIE BEIISCTBA:

benzankonus xnopun 0,1 mr; munatpus saerar 0,1 mr; Hatpus xnopun 1,0 mr; Tunmokcarnon 0,25
Mr; MaHHUTON 33 Mmr; kapobomep 974P 4,2 mr; HaTpus TUAPOKCHI U/WIIM XJIOPHUCTOBOJAOPOTHAS
kuciora 1o pH 7,3; Boga ans nabeknuit 1o 1,0 mo.

Onucanne

CycnieH3us 6e510ro Wik MoYTH OEJIOTO IBETa.

dapmakoTepaneBTHYecKasi Tpynmna JeKapcTBeHHOro mnpenapara: I[IpoTuBoriaykoMHoe
CpencTBO KOMOMHHPOBAHHOE (KapOOaHTHAPa3bl HHTHOUTOP + OeTa-aapeHo0I0KaTop)

Kox ATX: SO1ED51

dapMakoJIorHYecKue CBOMCTBA

dapMakoIMHAMHUKA

Mexanusm oeticmeus

[Ipemapat bpunapra comepKUT J1Ba aKTUBHBIX BellecTBa: OpMH30JIaMUJ U TUMOJIOJIa Maleart,
KOTOpbIE CHMXKAIOT MOBBIIIEHHOE BHyTpuriasHoe aasinenue (BI'/]), B mepByo odepenp, 3a cyeT
CHIDKCHHMSI ~ CEKpelMM  BHYTPHUIJA3HOM  JKUJIKOCTH, OJHAKO  pa3jMYHBIMH  IYTSIMH.
KoMmOunupoBanHoe neiicTBue OpHWH30JaMUAa W THUMOJIONA TMPEBBIIIACT ACHCTBHE Ka)XI0TO
BEIIIECTBA B OTACILHOCTH I cHIDKeHus BI'/I.

bpunzonamun siBisiercs uHruOuTOpoM Kapboanruzapassl 1. Marubuposanne kapboaHTuapassl B

UJIIMAPHOM  TCJIC TJIA3HOTI'O s0JI0Ka CHUIKAET IPpOAYKIIUIO BHy’TpHFJIa3HOI>'I KHUIOKOCTH,



MIPEIOJIOKHUTEIBHO, OJ1aroaaps 3aMeUICHUIO 00pa3oBaHus MOHOB OMKapOOHaTa C MOCIEAYIOIUM
CHI)KEHHMEM TPAHCIIOPTA HATPUS U JKUJIKOCTH.

Tumomnon — HecelneKTUBHBIM Onokarop [-aapeHOpenenTopoB 0e3 CHUMIIATOMUMETHYECKON
aKTUBHOCTHM, HE OKa3blBa€T NIPSIMOrO JEHPECCMBHOTO BIMSHHUS Ha MHOKapj, HE oOiagaer
MeMOpaHOCTAOMIN3UPYIOMIEH aKTUBHOCTBIO. Psii miccienoBaHmii OKa3ayid, 9TO MPU MECTHOM
MIPUMEHEHUH THMOJIOJ CHUXAeT oOpa3oBaHUE BHYTPUIJIA3HOM JKUJKOCTH M HE3HAYUTEIIHHO
YCUIIUBAET €€ OTTOK.

dapMaKOKHHETHKA

Abcopoyus

[Ipu MecTHOM npUMEHEHUH OPUH30JaMU U TUMOJIOJ MPOHUKAIOT B CUCTEMHBIN KPOBOTOK.
Makcumanbhas koHueHTpanus (Cmax) B 3puTponuTax okoiio 18,4 pM.

B paBHOBECHOM COCTOSIHWH, TOCTe TMPUMEHEHUs] OpuH30JaMuaa W TUMoiona cpemHsis Cmax
TUMOJIOJIa B TUIa3Me€ W IUIONIAJb MOJ| KpUBOW KOHIeHTpamus-Bpems 3a 12 gacoB (AUCo-124)
tumodionia coctasisina 0,824 + 0,453 ar/mn u 4,71 + 4,29Hr=4/M1, COOTBETCTBEHHO, a CPEIHSIS
Chmax TUMOIONIA ObLTa JOocTUTHYTA T1pH 0,79 £ 0,45 4.

Pacnpeoenenue

bpunzonamun ymepeHHO cBsA3bIBaeTcsl ¢ Oenkamu Iuia3mbl (okojo 60 %) u HakamMBaeTcs B
IPUTPOLIUTAX B PE3YNIbTaTE M30MPATEIBLHOTO CBS3BIBAaHUS ¢ KapOoaHrumpazoit Il u, B MmeHbIIeH
cTeneHu, ¢ kapOoanrumpaszod I. Ero axtuBHbI MeTa®oauT N-Ae33THIOPHUH307IaMUI TaKKe
HAKaIlJIMBAeTCsl B JIPUTPOLUTAX, TJI€ CBS3BIBACTCS MPEUMYIIECTBEHHO € KapOoanruapaszoil I
bnaronmaps cpoactBy OpuH30JlaMuga W €ro MeTaboiMTa K SPUTPOLMTaM M TKaHEBOU
KapOoaHTHApa3e X KOHLUEHTPALUA B IIa3Me HU3Kasl.

Memabonusm

Metabonu3m OpuH30JaMUAa TPOUCXOAUT IyTeM N-aeankuiupoBaHusi, O-AeaqKuINpOBaHUS U
okucieHus N-nponuiaoBoit 0okoBo# 1enu. OcHOBHON MeTaboauT — N-Ie33THUIOpUH30IaMHI, B
MPUCYTCTBUU OpHUH30JIaMUJA, CBSI3bIBAETCS ¢ KapOoaHruapazoi | W Takke HaKaruiMBaeTcs B
sputpountax. MccnenoBanus in vitro mokasanau, 4yTo 3a MeTaboIM3M OpHH30JaMHla OTBEYAET,
riaBHbIM 00pa3om, uzodepment CYP3 A4, a taxke uzodepmentslt CYP2A6, CYP2B6, CYP2CS
n CYP2C9.

MeTab0on13M TUMOJIIOJIA IPOUCXOTUT ABYMS MYTSIMU: ¢ 00pa30BaHHEM 3TaHOJIAMUHHOM OOKOBOMA
[eNyu Ha TUAAMA30JbHOM KOJbIE U C (OPMHUPOBAHMEM 3TAaHOJIBLHOW OOKOBOW IlemH y a3oTa
MoOp(}oJIMHA U aHATOTUYHOI OOKOBOM Ienu ¢ KapOOHWJIBHON TpYNIOH, COETUHEHHON C a30TOM.
MeTab0a13M THMOJIOJIA OCYIIECTBIIsIeTCS TaaBHbBIM 00pa3zom CYP2D6.

Buigeoenue



bpuH3onamu BEIBOJAUTCS B OCHOBHOM C MOYOM U KaJOM B CPaBHUTEJBHBIX KoJudecTBax 32 % u
29 % cootBerctBeHHO. Okono 20 % BeIBOAMTCS B BHIE METa0OJMTOB C MOYOH. B Moue
0oOHapyXHMBAIOTCI B OCHOBHOM OpuH30JaMHIl U N-Ae33THIOPUH30IaMUI, @ TAaKXKE OCTaTOYHBIC
komuectBa (<1 %) mpyrux meraboautoB (N-ae3merokcunponmwia u O-ae3meTnia).

TumMonon u ero MeradoJIUTHI BBIBOIATCA B OCHOBHOM TmoukamMu. Oxosio 20 % Tumosona
BBIBOJIUTCS C MOYOH B HEM3MEHHOM BH/IE, OCTaJIbHAsA 4aCTh — B BUE MeTa00MTOB. T1/2 THMOIIOIA

cocTasiseT 4,8 4 ociie MECTHOTO COYETaHHOIO IIPUMEHEHUSI OpUH30IaMHUIa U TUMOJIOJIA.

IMoka3aHusi K NPUMEHEHHIO

CHmKeHUEe TOBBIICHHOTO BHYTPHUTPA3HOTO MABJICHHUS TPH OTKPBITOYTOJBHOW TIIAYyKOME |
BHYTPUTJIA3HOW THIIEPTEH3NH y MAIMEHTOB, Y KOTOPBIX MOHOTEPAITUs OKa3ajlach HEA0CTATOYHON
JUTSL CHUOKCHUS BHYTPHTIJIA3HOTO JIABJICHHMSL.

IIporuBoNOKa3aHusA

WnauBuayanbHas MOBBIICHHAsS YyBCTBUTEILHOCTh K KOMIIOHEHTaM Ipenapara, CyJib(poHaMu1am
WU APYTUM [-aapeHOoOI0KaTOpaM.

PeakTuBHBIC 3a005€BaHUs IbIXaTENbHBIX TyTeH, B T.4. OponxuanpHas actma (BA), BA B
aHaMHe3e, XpOHUYECKHe OOCTPYKTHBHBIE 3a00JieBaHUS JIETKUX TsbKeJaoro TeueHus. CuHycoBast
Opaaukapnusi, CHHAPOM  ci1a0OCTH  CHHYCOBOTO  y3Ja, CHHOaTpuajbHas  Oiokana,
atpuoBeHTpuKy/sipHas (AB) 6mokana I1-111 crenenu, BeipaykeHHas cepieyHas HEIOCTaTOYHOCTh
WM KapIUOTEeHHBIN IIOK.

Annepruyeckuil puHUT TSHKEJIOTO TEYSHHUSL.

lN'unepxnopemuyeckuii anuno3. Tspkenas moueyHass HEIOCTATOYHOCTb.

bepemenHOCTh, IEpHO KOPMIICHUS TPY/IBIO, AETCKHUI Bo3pacT a0 18 ner.

IIpumenenne B nepuoa 6epeMeHHOCTH U IPYIHOT0 BCKAPMJIMBAHUS

[Ipemapat bpunapra npoTuBomnokasaH K MPUMEHEHHIO MIPH OEPEMEHHOCTH U B MEPUO]I TPYAHOTO
BCKapMJIMBAHUSI.

Cnoco6 npuMeHeHus U 103bI

MectHo. @1akoH nepe]] UCTIOIb30BAHUEM BCTPSXUBATD.

ITo 1 kamye B KOHBIOHKTHBAJIBHBII MEIIOK ria3a 2 pa3a B CyTKU.

[Tocne mpumeHeHusl mpemnapara Ui YMEHbBIIEHUS PHUCKA PAa3BUTUS CUCTEMHBIX MOOOYHBIX
peaxiuii peKOMEHIyeTCs JIETKOE HAaBIMBAHHE MATIbIIEM Ha 00JIACTh MPOEKIIUU CIIE3HBIX MEIITKOB
y BHYTPEHHETO yIJia I71a3a B Te4eHue 1-2 MUHYT Nmoclie MHCTHUISIIUY MIpernapaTa — 3TO CHUXKAET

CHCTEMHYIO abcopO1HMIo mpernapara.



Ecnmu nosa Obuia mpormyiieHa, TO JICYSHHE CIEAYeT MPOJOJDKHTH CO CIEAYIOMICH M03bI 0
pacnucanuio. Jlo3a He 10JDKHA NPEBbILIATh | Kaliv B KOHbIOHKTUBAJIbHBIN MEILIOK IJ1a3a 2 pa3a B
CYTKHU.

B ciydae 3ameHBl Kakoro-J1m00 aHTHIIIAYKOMHOTO TIperapara Ha mpemnapat bpuHapra ciemyer
HayaTh NPHUMEHEHME Ipenapara bprHapra Ha ciIeAyroMi JeHb MO0CIE OTMEHBI IIPEABIIYLIErO
mperapara.

He cnenyer mpukacatbcsi KOHYMKOM TPOOKU-KANEIbHHUIBI K KAKOKH-INO0 MOBEPXHOCTH, YTOOBI
n30exarh 3arps3HeHus (HJIaKOHA U €r0 COJIEPIKUMOTO.

@i1akoH HEOOXOMMO 3aKPBIBATH IMOCIIE KAKIOTO UCIIOJIb30BAHMS.

IToGounoe geiicTBue

00630p npodmig 6e30MacCHOCTH

HaunGomnee gacTo cooOIIaeMbIMi HEXeIaTeIbHBIMU PEAKIUSIMH B KIIMHUYCCKUX HCCIICTOBAHUSIX
OBLTH 3aTyMaHWBAaHHE 3PCHHUS, Pa3IpakeHUE I1a3, 00J1b B I1a3y, KOTOPHIE BCTPEUATHCH IPUMEPHO
y 2-7 % TalueHToB.

Hwxke mnpencraBiieHbl HeXelaTedbHBIC PEAKIMH, OTMEYCHHBIE BO BpeMs KIMHUYCCKHX
WCCIIeIOBaHMi TpenapaTa bpuHapra u ero HHIUBHIyaTbHBIX KOMIIOHEHTOB — OpHH30JaMH/Ia |
TUMOJIONIA.

HesxenarenbHbIe peakiiy NEPEUYHUCIICHBI ¢ UCTIOJIB30BAaHIEM CIICAYIOMNX 0003HAYCHNUH YaCTOTHI:
oueHpb yacto (>1/10), wacto (ot >1/100 mo <1/10), meuacto (ot >1/1000 no <1/100), peako (ot
>1/10000 mo <1/1000), ouens peaxo (<1/10000) u yacToTa HeU3BecTHA (HEBO3MOYKHO OIICHUTH Ha
OCHOBAaHMU HMEIONINXCS NAHHBIX). B pamkax KaxJIoW KaTeropuum 4YacTOThI HEXKeENaTelIbHbIC

PE€aAKIUU IMPUBCACHBI B IIOPAAKE CHUKCHUA CEPbE3HOCTH.

WNudexnmonnsie vYacmoma neuzsecmua: Ha30(papUHIUT®, HAPUHIUT> CHHYCUT®, PUHHUTS
napasuTapHbIC

3a00J1€BaHMS

Hapymenus co croponslYacmoma  Heussecmua: yMEHbIIEHUE KOJMYECTBA OPUTPOLUTOBS,
KpPOBH ¥  THOBBIIIEHHE COJAEPKAHHUS XIOPHIOB B KpOBU®

nuMdaTrHIecKoin

CHCTEMBI

Hapymenus co cropous|Yacmoma  Heuszeecmua: anaGuIakcus?,  CHUCTEMHas  KpacHas|
MMMYHHON CHUCTEMBI BONTYAHKAZ, CHCTEMHbIE AalNIEPrHUECKUe PeakluM, B TOM 4YHCIIE

aHrI/IOHeBpOTI/ILIeCKI/Iﬁ OTeKz, MCCTHAs U I'CHEpAJIN30BaHHAA CBIHBZ,

TUIEpYYBCTBUTEILHOCTD ., KpAaMBHUIAZ, 3y11°.
Hapymienus co cToponsl|dacmoma neuzsecmua: TUTIOTIMKEMHS, CHUKEHHE aleTuTa
oOMeHa BelIeCTB Y
MATaHUs
Hapymenus nicuxuxu  |[Heuacmo: 6ecconnuma’
Yacmoma mneussecmua: JeNPeccHs’, TMoTeps NaMATHZ, amaTus,
JIETIPECCUBHOE ~ HACTPOEHME®,  CHMKEHHME JHOUI0°, HOYHBIE
KOLIMApPBI>>"HEPBO3HOCTD®,

Hapymienus co ctoponslYacmo: nucres3us’:
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HEPBHOM CUCTEMBI

Yacmoma Heu38ecmua: nepeOpanbHas MIIeMus?,

1epebpoBacKyIIpHOE  HapymieHne?,  oOMOpOK’,  ycuIeHHe
IIPU3HAKOB 148 CUMIITOMOB MHUACTCHUU graVISZ, COHHI/IBOCTbg,
MOTOpHBIE ~IUCHYHKIMH®, aMHe3Us®, yXy[lIeHHe MaMsATHS,
napecre3un’s, Tpemop®, runecTe3us’, areB3us’,

ronoBokpyxkennel?, rojoBHas 601bt

Hapymenus co ctoponsl
opraHa 3peHus

Yacmo: 3aTyMaHUBAHUE 3peHHUs’, 60IIb B IIa3y’, pasapaxkeHue rias’

Heuacmo: 5po3usi POTOBUIBI., TOUEUHBIH KepaTUT!, BBINOT B
TIepe IHIoN Kamepy Tasal, otopodust, cunmpom "cyxoro rmaza"?,
BBIZIETICHN 13 T1asal, 3ya B rnasy’?, omymenue mHOpoHOTO Tena
B TJa3ax’, THIepeMus riasl, rumepemmsi ckiepsll, HOBBITIEHHOE
cle30TeueHte’, rumepeMus KOHBIOHKTHBBI', JpHTeMa Bek'

Yacmoma neuséecmua: yBeJIUYEHUE SCKABAIUU JUCKA 3PUTEIHHOTO
HepBa®, OTCIOMKA COCYIHMCTONH 00O0JOYKHM TOCHe (GUIBTPYIOMIEi
OmepalMn’?,  KepaTHT>S, KepaTomaTs, aedeKT  SIHTeNns
POTOBHIIEIS, HAPYIIEHNE SIUTEN s POTOBHIIEL, TToBbImenne BIT?,
OTJIOKEHHUS B T71a3y°, OKPAlIMBaHHUE POTOBHITES, OTEK POTOBHUIIBL,
CHWKGHHE UyBCTBHTENBHOCTH POTOBHIIBI., KOHBIOHKTHBHT®,
BOCMAJICHHE MEHOOMHEBBIX JKele3®, MUIUIONUI>S, CHIKEHHUE

KOHTPAaCTHOCTHU 3peHI/I513, (1)0T0HCI/I$[3, CHMIKCHUC OCTPOTH]

3peHus’®, HapylmIeHWe 3peHHsA’, NTEPUTHyM°, OIIyIIeHHUE
muckompopra B rmasy’, 'cyxoil"  KepaTOKOHBIOHKTHBHT',

THUIICCTE3UA rna3a3, IMUIMEHTa A CKJ'IepI)IS, CY6KOHT)IOHKTI/IBaHI)Ha$[

kucta®,  paccTpoicTBO  3pEeHMSS,  NPHIYXJIOCTh  Tias’,

ayepruyeckye peakiny Tiasza’, Mafapos’, HapylIeHus BekS, OTeK
Bek!, nTo3?, 6nedaput’, acreHonus®, 06pa3oBaHNE KOPOK HA KPasiX

BEK® , MOBBILICHHOE CIE30TCUCHHE®

Hapymienust co ctoponsl

Yacmoma neuzsecmua. BepTI/Il"Og, 3BOH B ymax3

opraHa ciryxa u

JTAOMPUHTHBIC

HapYIICHHS

Hapymenwust co cropons|Yacmoma  Heuzgecmua: OCTaHOBKAa  cepaua?,  cepieyHas

cepara HEJOCTATOYHOCTLS, XPOHMYECKAs CepieuHas HeJ0CTaTOUYHOCTh?,
AB-6110K?, KapIM0-pPeCIIupaTOPHBIT JMCTpPeCcC-CUHAPOM®,
CTeHOKapaus®, GpaauKapaus>, HeperyispHas 4acToTa cepledHbIX
cokpamenuit’,  apurmus®®,  omymenume  cepauebueHns>,

TaXI/IKap,Z[I/IHS, YBCJIIMYCHUEC YaCTOThI CCPACYHBIX coxpameHI/Iﬁ3,

00JIb B l"py,Z[I/Iz, OTEK?

Hapymienus co ctopoHsl
COCY/IOB

\Heuacmo: CHU)XKEHUE ApTCPHUAJIBHOI'O I[aBJ'IeHI/IH]'
Yacmoma Heuzsecmua. I‘I/IHOTGHSI/IHZ, FI/IHepTeHSI/IH3, ITOBBIIICHU]

APTCPHATIBHOI'O ,I[aBJ'IeHI/IH]', (1)eHOMeH PeﬁHOZ, XOJIOAHBIC KHUCTH H

CTOMbI
Hapymienus co croponslHevacmo: Kamesb!
JBIXaTENbHON cucreMsl|Yacmoma neuseéecmua. GpoHX0CNazM? (IIPEUMYILECTBEHHO
OpraHoB TPYAHOM| Yy IalMEHTOB c OpOHXOCIACTUYECKOM 00J1e3HbI0 B
KJIETKU U CPEIOCTEHUS aHaMHe3e), O/IbIIIKa’, actMa®, HOCOBOE KpOBOTeUEeHHE?,
TUIEpPEaKTHBHOCTh ~ OpOHXOB®,  pasJpa’keHHe  TOpTaHU',

3aJ10)KEHHOCTh  HOCa®, 3a/0KEHHOCTh BEPXHMX JIbIXaTelbHBIX]
MmyTeit’, CHHIPOM MOCTHA3aJIBHOTO 3aTeka’, YnxaHue®, ourymeHue
CyXOCTH HOca®, (papHHIOJIAPUHIUTHAS OOIILS, pUHOpes

Hapymienus co cTopoHs]

Yacmoma neuseéecmua: peota >3, Gonb B BepxHeil yacTu GprOMIHOMA

JKCITYJOYHO-KHIICYHOT'O

HOHOCTI/Il’S, 0ob B )KI/IBOTCZ, IlI/IapCSI]"S, CYXOCTb BO pTyl,
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tpakta (KKT) tomnoTal?, 330darnt®, mucnencus®?, onrymenue muckomdopra B
OpromHoil monocTH®, omymenue auMckoMpopTa B KETymKeS,
yCHJIEHHE EPUCTATBTHKI', XKeTyI049HO-KUIIEUHOE PACCTPOHCTBO,
TUIeCTe3Hs U IapecTe3ns NOJIOCTH pTas, MeTeopusm’

Hapymienus co cToponslYacmoma neuzsecmua: HapylieHHe TIOKa3aTeel GyHKINN edeH "
MICYCHH u
KEITYEBBIBOISTIIX
yTein

Hapymienus co croponsiYacmoma Heuzéecmua: KpanUBHUIAS, MAKyIO-TIAIyJe3HAs ChIIb>",
KOKM M TOJKOXHBIX|  TGHEPANTM30BAHHBINA 31, YIUIOTHEHHE KOXKHS, JEpMaTHTS,
TKaHeHl anomnenus’, mcopuazohpopMHas CHINb MM 060CTPEHNE TICOpHa3a’,
chInb!, oputemal?
Hapymenwust co croponslYacmoma Heuzgecmua: MAAITHS
CKEJIETHO-MBIIIeYHOH W  6onb B crmHe®, 60J1b B KOHEUHOCTAX
COEJIMHUTEILHON TKAHU
Hapymenwust co croponslYacmoma neuzgecmua: 60I1b B 00JIACTH MTOYEK
MOYeK 7l
MOYEBBIBOSIINX ITYTCH
Hapymienns co cToponslYacmoma Heuzsecmua: SpeKTHIbHAS IUCHYHKIHAS, CeKCyaabHas|
MIOJIOBBIX ~ OpraHoB W  JUChYHKIHA?, CHIKEHUE JTMON 0>

MOJIOYHOM JKeJI€3bI

O6mue paccTpoiicta ¥Uacmoma Heuzgecmua: 60ms B Tpyaut, 6GONIE®, yTOMISEMOCTH?,

1 3

, MBIIICYHBbIC CH&SMBIs, apTpajruia-,
3

3 mommakmypus®

HApyIIGHHs B MecTe  acTeHMS>S, HEeJIOMOTaHWe’, ONIyIIeHHe IUCKoMQOpTa B TPyIuS,

BBEJICHUS aHOMaJbHEIC  ONIYIIGHHA®,  ONIyIIGHHE  TPEBOXKHOCTHS,
Pa3paXNTENBHOCTES,  Tepudepnuueckuii  0oTEKS,  OCTAaTKH
JIEKApCTBEHHOTO TIpenapara’

JIaGopartopHsie vYacmoma Heuszgecmna: yBEIMUYEHHWE CONEPKAHMSA Kalhs B KPOBH,

MHCTPYMEHTAIIbHBIE YBEJHUECHUE COJIEPKAHMS JTAKTATIETHAPOT€HA3El B KPOBH

JAHHBIE

! Tlo6ounble peakuuu, HaOMIOAAEMbIE IPK IPHUMEHEHUH KOMOUHAIMK GPUH30IaMHUL + TUMOJIOJL
2 TIo60uHbIe peaKluy, Ha0I0AaeMble IPY MOHOTEPAITHH TUMOJIOJIOM.
3 [To6ounble peakuuy, HAOIIOAAEMBIE TP MOHOTEPATIUU OPUH30IaMHIOM.

Onucanue oTaeJbHBIX HEKeJIATEIbHbBIX PeaAKIHI

Jlucre3us (TOpbKUi MM HEOOBIYHBIN BKYC BO PTY IOCIIE MHCTHIUIALIMKM) — YacTo cooOmaeMas
CHCTEMHas HeXeJlaTeNlbHas peakiys, CBsI3aHHas ¢ IpUMEHeHHeM Ipenapara bpunapra Bo Bpems
KJIMHUYECKUX UCHbITaHUH. BeposTHO, 3TO cBA3aHO C OpHMH30JAMHUIOM U  BBI3BAHO
NPOHWKHOBEHUEM Kallejib TJa3HbIX B HOCOTJIOTKY 4epe3 ClIe3HbI KaHai. OKKIIO3HS CIIE3HBIX
KaHaJIOB MJIM OCTOPOKHOE 3aKPbIBaHHE BEK MOCJI€ MHCTHILISILIMU MOKET IOMOYb YMEHBIIUTh 3TOT
addekr (cMm. pazaen «Crocod MPUMEHEHHS U 03bI»).

[lpenapar  bpunapra comepXuT  OpHH30JAMHJ, KOTOPBIA  SBISETCS  WHTHOUTOPOM
KkapOoaHruapassl U 00Ja1aeT CUCTEMHOM abcopOuueit. DPQeKThl, BOZHUKAIOIINE CO CTOPOHbI
XKT, HepBHOI cuCTeMbI, KPOBU U TMM(ATUUECKON CHCTEMBI, TOYEK U MOYEBBIBO IAIINX MyTEH,
oOMeHa BelIeCTB M MHUTAaHUS, B OCHOBHOM, CBSI3aHBI C CHCTEMHBIM J€HCTBHEM HHITHOMTOPOB

KapOoaHrupa3bl. AHAJIOTUYHbIE HEXKeNaTelbHbIe pEakIy, XapaKTepHbIe IepOpaIbHBIM (popMaM



MHTUOUTOPOB KapOOaHT U IPa3bl, MOTYT HaOIIOAThCS U TP MECTHOM MX IPUMEHEHUH.

[Ipyn MeCTHOM IPUMEHEHHUU TUMOJIOJ IPOHUKAET B CUCTEMHBIH KPOBOTOK, YTO MOJKET BbI3BaTh
HEe)XeJaTeIbHbIE PEaKIUHU, MOJ00HBIE TeM, KOTOPbIE BO3HUKAIOT MPH CHCTEMHOM BBEICHHUH [3-
anpeHobOmokaropoB. IlepeuncieHHbIE HEXeNATENbHBIE PEAKIMH  BKJIIOYAIOT  PEaKIHH,
BCTPEYAIOIIUECS TPU MPUMEHEHHH MPOYHX [-aApeHoOI0KaTopoB B (opMe Kariu TiIa3HbIE.
JlononHUTENbHBIE HEXENAaTeIbHbIE PEAKIIUU, CBS3aHHBIE C MCIIOJIb30BAaHUEM HMHAMBUYaIbHBIX
AKTUBHBIX KOMIIOHEHTOB, KOTOpbI€ MOI'YT NOTEHIHAJbHO OBITh MpPU NMPUMEHEHUM IMpernapara
Bbpunapra, omnwucanbl Bblimie. YacToTa CHUCTEMHBIX HEXKENATEIbHBIX PEAKIUI MpU MECTHOM
MIPUMEHEHUH HIKE, YeM IPU CHUCTEMHOM BBeleHUU. MHpopMaiuio o CHWXEHUU CUCTEMHOMN
abcopO1uu cM. B pazaene «Crocod MpUMEHEHHS U JI03bI».

Ilepeno3upoBka

Cumnmombi

Moryt HaOm0AaTbCSd CHUMIITOMBI MEPEAO3UPOBKU B-aipeHOOIOKATOPOB B CIIyyae CIy4aiHOTO
mpuemMa Mpenapara BHYTpPb: Opaaukapausi, THIOTEH3Us, CepledyHas HEeJIOCTaTOYHOCTh U
OpoHXOCMa3M.

B pesynbrare aeiicTBus OprH30IaMIIa MOKET IPOU30UTH HAPYIICHUE AJIEKTPOJIUTHOTO OallaHca,
pa3BUTHE allUI03HOTO COCTOSHUS, HAPYILIEHHS CO CTOPOHBI LIEHTPAIbHON HEPBHOM CHCTEMBI.
Jleuenue

CumnTomaTnueckass M noajepxkuBaromas tepanus. HeoOxoaumo crneauts 3a  ypoBHEM
3JIEKTPOJIMTOB B CBIBOPOTKE KPOBU (B YacTHOCTH, 3a cojJepxkaHueM Kainus) u pH kposu.
HccnenoBanus nokasainu, 4To T'€MOJUAIN3 TUMOJIONIA HEI(D(HEKTHUBEH.

B3aumogeiicTBHe ¢ IPYTrMMH JIEKAPCTBEHHBIMH CPeICTBAMHU

IIpenapatr bpunapra coaepxuT OpHH301aMUJA, UHTMOUTOpP KapOoaHTuApasbl, KOTOPbIM Ipu
MECTHOM IIPUMEHEHUU MOXKeT abcopOupoBaTbcs cUCTEMHO. OIMCaHbl ClIydad HapyIIEHUs
KHUCJIOTHO-IIIEJIOYHOTO PABHOBECHS B pE3YJbTaTe IPUMEHEHMs MEepOpaIbHbIX HHTHOUTOPOB
kapOoanruapaspel. Creayer yY4YUThIBaTh BO3MOXKHOCTb TAaKMX HapyLIEHHWH M y MalUEeHTOB,
IPUMEHSIOIINX npenapat bpunapra.

He pexomeHnayercs OAHOBpPEMEHHOE IPUMEHEHME C IEpPOpPaJbHBIMH  MHIMOUTOpaMHU
KapOoaHTupasbl, TaK KaK CYyIIECTBYET BEPOSITHOCTh YCUJIEHHSI CUCTEMHBIX OOOYHBIX peaKIHii.
3a merabonu3Mm OpuH30JaMuAa OTBedaroT H3opepMmeHTsl Iuroxpoma P-450: CYP3A4 (B
ocHoBHOM), CYP2A6, CYP2B6, CYP2C8 u CYP2C9. Cnenyer ¢ OCTOPOXKHOCTBIO Ha3HAYaTh
npemnapatsl, uHruoupyromue uzopepmeHT CYP3A4, Takue, kak KETOKOHA30J, UTPAKOHA30I,
KJIOTPUMA30Jl, PUTOHABUP U TPOJEAHJOMUIIMH, BCJEICTBHE BO3MOXXHOTO WHTHOMPOBAHUS
MeTabonu3ma Opunzonamuaa nzopepmentrom CYP3A4. Crenyer cobmoaaTh OCTOPOKHOCTh IPU

COBMECTHOM Ha3HaueHMH uHruburopos wuszopepmenta CYP3A4. Opnako HakoIUIEHUE



OpHH30JIaMHJIa MAJIOBEPOSITHO, TaK KaK OH BBIBOJMTCS MOYKaMH. BpuH307IaMuj HE SBISETCS
MHTUOUTOPOM HM30(epMeHTOB IuToXpoma P-450.

YcuieHne CHUCTEMHOTO JCWCTBHS [-aapeHOOIOKATOPOB (CHIDKEHHE YacTOThI CEePACYHBIX
COKpAIIIEHUH, IENPEcCHs) MOKET pa3BUBATHCS IPU OJHOBPEMEHHOM MPUMEHEHUH WHTHOUTOPOB
CYP2D6 (xunuanna, (IyoKCeTHHA, TAPOKCETHHA) U TUMOJIOJIA.

CymiecTByeT BEpOSTHOCTh YCHJICHHS TMIOTEH3WBHOTO NEHCTBUS W/WIM PA3BUTHS BBIPAKEHHOMN
OpamukapIuud Tpd OJHOBPEMEHHOM NPUMEHEHUH [3-aApeHOOIOKAaTOpOB JIsl MECTHOTO
NpUMEHEHHsI ¢ OJOKaTopaMH KaJbIMEBHIX KaHAJIOB Uil TNpUeMa BHYTPb, T'YaHETHAWHOM, [-
aZIpeHOOIOKATOpaMH, aHTHAPUTMUIECKUMHU TIperapaTaMu (BKIIOYas aMHOIapOH), TIIUKO3UIaMHU
HAINEPCTSHKY U TapacHMITATOMHUMETHKAMHU.

B-anpeHo6I0KaTOPhl MOTYT YMEHBIIATh OTKJIMK HA aIpCHAIMH MIPH JICUCHUH aHA(PIIAKTHISCKUX
peakmmii. CiemyeT ¢ OCTOPOKHOCTHIO Ha3HAuaTh Iperapar NalueHTaM C aTolHed WM ¢
aHaduaakcueil B aHamHe3e (cM. pasaen «OcoOble yKa3aHus»).

B HekoTOpHIX citydasx, B pe3y/IbTaTe OJHOBPEMEHHOTO MPUMEHEHHS -aJpeHOOIOKATOPOB IS
MECTHOTO NMPUMEHEHHUSI U aJipeHaNnHa (AN1HeQprHa), MOXKET Pa3BUBATHCI MUJPUA3.

OddexT, okazpIBaeMbIii Ha BHYTPUTJIA3HOE JIABJICHUE, WM U3BECTHBIC d(PPEKThI CUCTEMHBIX [3-
aZipeHOOJI0OKAaTOPOB MOTYT YCHJIMBAThCA, €CJIM TUMOJIOJN HA3HA4YaeTcs MalUeHTy, YKe
MOJTYJaroIIeMy CHCTEMHBIN [-ampeHobmokaTop. Takux marmueHTOB HEOOXOJAMMO TIIATEIHHO
HaOJIFO1aTh.

[Ipumenenue nByx Oera-aApeHOOIOKATOPOB MECTHOTO JICHCTBUS HE PEKOMEHIYETCS.

B cinyuae mpumeHeHHs ¢ APYTUMHU MECTHBIMU O(TaTIbMOJIOTHUECKUMHU MpenapaTaMu UHTEpBaj
MEXAY UX IPUMEHEHHUEM JIOJDKEH COCTaBIISATh HE MEHEee 5 MHUH.

Oco0ble ykazanust

Cucremusbie 3¢ eKThI

bpuH30mamMu1 ¥ TUMOJION MOTYT MOABEPIaThCsl CUCTEMHOM abcopOunu. TUMOI0I IPpU MECTHOM
IIPUMEHEHHH MOXET BbI3bIBATH TAKHE e MOOOYHBIE PEeaKI[MH CO CTOPOHBI CEPAEUHO-COCYAUCTOM
U JBIXaTeNIbHOM cHcTeM, a TakKe ApYyrue HeKelaTelbHble peaklUM, KaKk U CHCTEeMHble [3-
a/IpeHOOI0KATOPBI.

Peakiuy runepyyBCTBUTENLHOCTH, XapaKTepHBIE JUIs BCEX IPOU3BOIHBIX CYIb(POHAMUI0B, MOTYT
pa3BUTHCS NPH IPUMEHEHUH npenapara bpunapra BeieacTBue cucreMHoit abcopbunu. B ciyqae
MIOSIBJICHUSI CEPBbE3HBIX HEXKENATEIbHBIX PEAKIIUI WM PEAKIIMH TMIIEPYYBCTBUTEIBHOCTH CIEAYET
IIPEKpaTUTh IPUEM Ipenapara.

Hapyiiienns co CTOpOHBI cepia

V mamueHToB ¢ CCPACUYHO-COCYAUCTBIMHU 3a00JIeBaHUSIMU (HaHpI/IMCp, HIIEMUYECKOM 00JIE3HBIO

cepana, CTCHOKap,[[HCf/'I HpI/IHLIMCTaJ'Ia, CCpI(C‘lHOﬁ HGJIOCTaTO‘-IHOCTLIO) n TI/IHOTCH3I/ICI>'I, TCpanunga



B-OmokaTopaMu JOJDKHA OBITh KPUTHYECKH OIICHEHAa W PACCMOTpPEHA BO3MOXKHOCTH JICUCHUS
APYTMMH aKTHBHBIMU BCUICCTBAMMU. CHGI[yGT BHUMATCJIBHO CJICAUTH 3a NOSBJICHUCM ITPHU3HAKOB
obocTpeHusi 3a00JIeBaHUS W HEXKENIATeNbHBIX PEAKIHMA Yy TAIMCHTOB, CTPAJAIOIINX CEPICUHO-
COCYJUCTBIMU 3200JICBaHUSIMHU.

HapyiiieHns co CTOpOHBI COCYIOB

C 0CTOPOXKHOCTBIO CIIEyeT Ha3HAYaTh NAlMEHTaM C BBIPXCHHBIM HapyIIEHHEM/PacCTPOHCTBOM
nepudepruyeckoro KpoBoooOparienus (6one3ns Pelino nmm cunapom PeitHo Tsoxenoi Gopmsr).
['mneprupeos

B-anpeno6mokaTopbl MOTYT MacCKMpOBaTh CUMIITOMBI THIIEPTHUPEO3A.

Meleusast ci1abocTh

Coobmanocs 0 TOM, 4TO [-aJApeHOOJOKATOPHl YCHJIMBAIOT MBIIIEYHYIO CIa00CTh, KOTOpas
HaOI0aeTCsl TPU HEKOTOPBIX CUMITOMAaX MHACTEHUHU (HampuMep, TUILIONHH, NMT03€ U o0Ien
cmabocTn).

HapyiiieHns co CTOPOHBI AbIXaTeIbHOW CHCTEMBI

Coo011anoch 0 peakliiy CO CTOPOHBI JIbIXaTEIbHOM CHUCTEMBI, BKIIFOUasi CMEPTh OT OpoHXOCHa3Ma
y nanueHToB ¢ bA nocne npueMa -aapeHo0I0KaTOPOB sl MECTHOTO IIPUMEHEHUS.

I'unornukemus/nnabder

B-anmpeHOOIOKATOPHI CIEAYET C OCTOPOKHOCTBIO HAa3HAYATh IMAIllIeHTaM CO CKIOHHOCTBIO K
CTIOHTAaHHOW THIOTIMKEMHUH WIH TAIMEHTaM, CTPaJaloluM JIAOWIbHBIM TEUCHHEM uadera,
MOCKOJIBKY 3TH TIpenapaThl MOI'YT MAaCKUPOBATh CUMIITOMBI OCTPOM TUTIOTJIMKEMUH.

Hapyiienye KucJIOTHO-OCHOBHOI'O PaBHOBECHSI

OnucaHo pa3BUTHE HaApYIIEHUS KHUCIOTHO-IIEJIOYHOTO paBHOBECHS] IMPU MPUMEHEHUU
MepopabHbIX (OpM HHTUOMTOPOB KapOoaHruapasbl. Y TMAalMEHTOB C PUCKOM TOYEHHOMN
HEJOCTATOYHOCTH Tperapar CileayeT MPUMEHSTh C OCTOPOKHOCTBIO, B CBSI3U C BO3MOKHBIM
PUCKOM BO3HMKHOBEHHSI METa0OJIUYECKOTO alln03a.

KoHItenTpanys BHUMaHUS

WNuruburopsl kapOoaHTUIpa3bl, MPUMEHSIEMbIE MEPOPaTbHO, MOTYT BIHSATH Ha CIOCOOHOCTH
3aHUMATbCA JESATENLHOCTHIO, TpeOyromield MOBBIIIEHHOT0 BHUMAaHUA W (UiaHu) (usnueckoin
KOOPJUHAIINH Y TMOXKUJIBIX MAlMEeHTOB. [laHHbIE SBIEHUS MOTYT HAOMI0AaThCs, T.K. OpUH30JIaMU]
MIPOHUKAET B CUCTEMHBI KPOBOTOK MPH MECTHOM ITPUMEHEHHUH.

AHad)I/IJ'IaKTI/I‘-ICCKI/Ie PCAKIINH

IlanmeHTsl ¢ aromuell WIH C TSHKEIbIMU aHa(I)I/IJ'IaKTI/ILIeCKI/IMI/I pCakiiussMH Ha Ppa3JINIHbIC
AJUICPICHbl B aHAMHC3C, ITOJIy4aromue B-aﬂpCHOdHOKaTOpBI, MOTYT CHWJIBHECC pCarupoBaTb Ha
BO3ACHUCTBHUE ATUX AJUICPIrCHOB, a TAKXKEC MOT'yT OBITH PE3UCTCHTHELI K OOBIYHBIM A03aM aJIpCHaJINHA

IpU JICYCHUH aHA(PUIAKTHUECKUX PeaKIuil.



Otciolika cOCYIMCTON 000JI0UYKH Ii1a3a

Onucanpl cilydall OTCJIOWKH COCYIUCTOW OOOJIOUKH TIJia3a MPH MPUMEHEHUU JIEKapCTBEHHBIX
CPEIICTB, MPEMATCTBYIOMMNX OOpPa30BaHUIO BHYTPUIJIA3HOM >KUIKOCTU (HAmpuMmep, TUMOJIOJIA,
arerazojiaMua) nociae GUIbTPYIOUIUX OTEepPaIIUid.

XUpypruyeckas aHecTe3us

HeiictBue B-aapeHOONIOKaTOpOB B COCTaBEé O(TaJIbMOJIOTMYECKHX IPEMapaToB MOXKET
OJIOKMPOBATH CUCTEMHOE JICHCTBUE -arOHUCTOB, HATIPUMED, AAPCHATMHA. AHECTE3UOJIOT IOJHKEH
ObITH TPOMH(GOPMHUPOBAH O MPUEME MTALIUEHTOM TUMOJIOJA.

ConyTCTBVIOIIAS TEPAUS

[Ipn nmpumenenuu mnpenapara bpuHapra namveHTaMu, KOTOpble€ MPUHHUMAIOT CHCTEMHBIE [3-
aJpeHOOIOKATOPHI, HE00X0AMMO YUUTHIBATH BO3MOJKHOE B3aUMHOE YCUJICHHE
(hapMaKoJIOrHYECKOro ACHCTBUSI IIPENapaToB Kak B OTHOIIEHUH U3BECTHBIX CUCTEMHBIX 3PPEKTOB
B-ampeHo0I0KaTOPOB, TaK U B OTHOIIICHUH CHIDKCHUS BHYTPHUTIIA3HOTO JTaBJICHHS.

Heo06xoanMo TiiaTenbHOE HAOIIOAEHNE 32 TAKUMHE ITAIIMEHTaMU.

CoBmecTHOE TIpUMEHEHHE IBYX [-aipeH0OIOKATOPOB MECTHOTO JEHCTBUS HE PEKOMEHIYETCS.
CyiiecTByeT BEpOSITHOCTh YCHJIEHUSI CHCTEMHBIX 3(P(EeKTOB, BO3HHUKAIOIIMX BCIEACTBUE
MHTUOUpOBaHUsS KapOOaHTHUIpPa3bl Yy MalMEHTOB, MPUHUMAIOIIUX MEpOpabHble HHTUOUTOPHI
KapOoaHTHapasbl U npenapat bpurapra. OnmHoBpeMeHHOE Ha3HAUYeHHUE mperapata bpunapra u
MepOpaIbHBIX UHTHOUTOPOB KapOOaHTUIPA3bl U HE PEKOMEHTyeTCsl.

a(b(beKTBI CO CTOPOHEHI OpraHa 3pCHHUA

Bnusinue OpuH3onamuja Ha (GYHKIMIO SHIOTEIUS POTOBUIBI y MAIMEHTOB C HAPYHICHUSIMHU
pOroBUIlbl (0OCOOEHHO MAIIMEHTOB ¢ HU3KUM YHCJIOM HIOTENUATbHBIX KIETOK) HE U3y4anoch. Y
MAlMEHTOB, HOCSIIMX KOHTAKTHBIE JIMH3bI, HEOOXOJMMO TIIATEIbHO HAONIOIATh 3a HX
COCTOSTHUEM POTOBUIIBI TP MIPUMEHEHUH OpUH301aMU/Ia, TAK KaK MHTUOUTOPBI KapOOaHTHIPa3bl
MOTYT BIMSTh Ha TUAPATAIMIO POTOBHIBI. PexomeHayeTcs TiIaTelbHOE HaAONIOIEHUE 3a
MalUMeHTaMi C HapYIICHUSIMH POTOBHUIIBI, HAIIPUMEp, MAIMEHTaMU C CaXapHbIM TUabeTOM WU
nuctpodueil poroBuUIlbL.

benzankoHus xaopuj

benzankonus XJIOpuAa, BXOJSIIUN B COCTaB npenapara BpHHapra, MOZKCT BBI3bIBATDb Pa3ApaKCHUC
IJ1a3, a TAaKXKC U3MCHATH LIBET MATKUX KOHTAKTHBIX JIMH3. CnenyeT n30eraTh KOHTAKTa C MATKUMH
KOHTAaKTHBIMH JIMH3aMH.

Hepezl IMPUMCEHCHUCM IIpCIIapaTa KOHTAKTHBIC JIMH3bI CICAYCT CHATb U YCTAHOBUTH O6paTHO HC

paHee, UEM 4epe3 15 MUHYT ITOCJIC TPUMCECHCHUS ITpCIiapara.
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[Ipenapar Bpunapra comepXuT OEH3aJIKOHUS XJIOPU, KOTOPBIA MOKET BBI3BIBATH TOUYECUHYIO
KEepaToNaTuio U (WiIM) TOKCHUYECKYIO SI3BEHHYIO KeparonaTuio. [Ipu niauTenbHOM IpUMEHEHUU
Ipenapara cieayeT TIATEIbHO HaOI0AaTh 3a COCTOSIHUEM NAI[UEHTOB.

Hapyiienue d)VHKHI/II/I INCYCHHU

Crnenyet mpuMeHsTh Ipenapat bpuHapra ¢ 0CTOPOKHOCTBIO y MAIUEHTOB C TSHKEJION MEUSHOYHOM
HEJI0OCTaTOYHOCTHIO.

Bausinue Ha cOCOOHOCTH YNPABJIATH TPAHCIOPTHLIMH CPEICTBAMU, MEXaHU3MaMM
[Ipenapar bpuHapra oxa3biBaeT HE3HAUYMTEJIbHOE BIUSHHE HA CIOCOOHOCTh K BOXKICHHUIO U
YIPaBJICHUIO MEXaHU3MaMHU.

Ecnu y manmenTa nmocie npuMeHEHUs Ipenapara BO3HUKIIO BPEMEHHOE 3aTyMaHUBAHUE 3PEHUS,
HE PEKOMEH/IYETCs YIPaBISATh aBTOMOOMIIEM U 3aHUMATHCS BUIAMH JIETETLHOCTH, TPEOYIOIITUMU
TTOBBIIIICHHOTO BHUMAHUSI U PEAKIIUH JI0 €TO BOCCTAHOBJICHHS.

WNurunburopsr kapOboaHTUapa3bl MOTYT OCIAOUTh CIIOCOOHOCTH BBIMOJIHATH 3a/auu, TpeOyromue
KOHIICHTPAIIUX BHUMAHUS /UM KOOPIUHAIIUN JIBUKEHUH.

dopMa BbINIYCKa

Karm rimasuere, 1%+0,5%.

I[To 5 Mn mpenmapara B HEMPO3pavyHOM TUIACTUKOBOM (hIaKOHE, YKYIOPEHHOM MPOOKOM-
KareJabHUIEH 1 3aBUHYMBAIOIIMMCS KOJIMTAYKOM O€JI0ro 1BeTa C KOHTPOJIEM MEPBOTO BCKPHITHUSI.
ITo 1 nnm 3 dmakoHa BMecTe ¢ HHCTPYKIIUEH 110 TPUMEHEHUIO B KAPTOHHOU TavKe.

YcaoBusi XpaHeHust

[Tpu Temmniepatype ot 4 10 30 °C. XpaHUTh B HEIOCTYITHOM JUISl ICTEH MECTeE.

Cpox rognoctu

2 rona.

4 Heznenu nocie BCKPBITHSL.

He ncnonp3oBarh N0 HCTEYEHUU CPOKA TOJHOCTH.

YciaoBus ornmycka

Otnyckaercs 1o peuenty.

IlIpousBoauTtean

Cenrtucc ®apma IIsT. JITH.

Bumnmumx Kxepa Huxna,

Texcun Hanarapx, p-u Conas,

Xumauan IIpanem, 174101, Uaaus.

Baanenen perucTpauMoHHOr0 y10CTOBEpeHUs

Centucc ®apma IIBT. JITH.

212, Ammmpsan Kommepmman Komiekc,
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Opranu3anusi, IPUHAMAIOIIAS TPETEeH3UU OT NOTpedUuTe e i:
00O «Cenrucc Pyc»

115432, Mockaa, [Ipoextupyemsriit 4062-it npoesn, a. 6, ctp. 16, k.12
Tein.: (495) 229-76-63
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