MHH3IPAB POCCHE
JC-0077165-1502138

MUWHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOM ®EJEPALINU
COI'TACOBAHO

UHCTPYKLIUSA
10 MEJIALIMHCKOMY TTPUMEHEHHIO JIEKAPCTBEHHOTI'O TIPETTAPATA
3UTPEKCA® 3UJIAC®

Perncrpannonnsiii Homep: JIC-001165

Toprosoe na3Banune npenapara: 3unpekca® 3uanc®
MexayHnapoanoe HenatenToBanHoe HazBanue (MHH): Onanzanun
JlekapcTBennas opma

Tabnerku, iucneprupyembie B MOJOCTH pTa

Cocras

OpiHa TabneTka CoaepKHUT:

JInst 103UpOBKU 5 Mr:

Jeticmeyiowyee sewgecmso. onanzanut 5,00 mr.

Bcnomozamenvnvle eewgjecmea: xenatuH 5,25 mr, manauron 4,50 wmr, acmapram 0,60 wmr,
meTuinaparuapokcuoensoat Hatpus 0,1125 mr, nponunnaparuapokcudensoat Hatpus 0,0375 mr.

Jlns nozupoBku 10 mr:

Jeticmeyiowee eeugecmeo: onanzanuu 10,00 mr.

Bcnomozcamenvuvie eewgecmea: xenatun 7,00 mr, manuuton 6,00 mr, acnapram 0,80 wmr,
meTuinaparuapokcubensoat Hatpus 0,15 mr, nponunnaparuapokcudbenzoar Hatpus 0,05 mr.

Onucanue
Kpyrasie Tabnerku xenroro usera. @Popma noBepxXHoOCTH TabJIeTKH COOTBETCTBYET (hopMe sUEHKH
Onucrepa.

®dapmakoTepaneBTHYECKasl FPynna
AHTHUINICUXOTHYECKOE CPEICTBO (HEHPOJIENTHK).
Koa ATX [NOSAHO03]

Dapmako/I0rHYecKHe CBOHCTBA
DapmaKkoOuHamuKka

OnanszanuH  ABJAETCA  AHTUNICHMXOTHMYECKHUM  CPE/ICTBOM  (HEHpPOJICNITUKOM) C  HIMPOKHM
(GapMaKoJIOrMY4eCKUM CMEKTPOM BJIMSHUSA Ha P PELUENTOPHBIX CHCTeM. B J0KiIMHHYecKuX
MCCJIE/IOBAHUAX YCTAHOBJIEHO CPOJACTBO OjlaH3anuHa K cepoTOHUHOBBIM SHT2anc, SHT3, SHTs;
naopamunoBbiM Dy, D2, Ds, D4, Ds; MmyckapuHoBbIM M.5; aipeHEPrUYecKUM 0f U THCTAMHHOBBIM
Hi peuentopam. B »skcrniepymeHTax Ha JKHBOTHBIX OBIJIO BBISBJIGHO HAaJW4MEe aHTaroHW3Ma
onan3anuHa no otHoweHuto kK SHT, nopaMuHOBEIM M XOoNMHMHEprUYeckuM perientopam. B yenosusx
in vitro W in vivo onaH3anuH obnajaer 0ojiee BBIPaXKEHHBIM CPOJACTBOM M aKTHBHOCTBIO B
oTHoLEHUH cepoToHnHOBLIX SHT, peuientopos, B cpaBHenuu ¢ 1odamuHoBbiMu D2 penenropamu.
[lo paHHBIM  21€KTPOPHU3MONOTMYECKUX HWCCIICAOBAHMNA  OJIaH3alMH  CEJIEKTHBHO CHHWXKAeT
B030yauMoOcTh Me3onumOudecknx (A10) nodamuHepruyeckux HEHPOHOB, W B TO K€ Bpems
OKa3bIBA€T HE3HAYMTEIbHOE JEHCTBME Ha cTpuapHble (A9) HepBHbIE NyTH, YYacTBYIOLME B
peryisuMu MOTOpHbIX (yHkuMi. OnaH3anuH CHM)KAeT YCJIOBHBIM 3allMTHbIM pedaekc (TecT,
XapaKTEePU3YIOIMKA aHTHIICUXOTUYECKYIO AaKTUBHOCTB) B J03aX Oojee HU3KMX, YeM J03bl,
BbI3bIBAIOILME KATaJlENCHIO (PacCTPOHCTBO, OTpakatollee MoOOYHOE BIIMSHHE Ha MOTOPHYIO
GyHkumuo). B ornmune oT Apyrux HEMpONENTHKOB, OJaH3alUH YCHIMBAET MPOTHBOTPEBOXKHBIN
5} dexT npu npoBeAEHUH «AHKCHONUTHYECKOTo» TecTa. OnaH3anuH 00ecrnevynBaeT CTaTHCTUYECKH



JIOCTOBEPHYIO PEAYKLHMIO KaK NMpPOLYKTHBHbIX (Open, rajulouMHaLMM U Jp.), TaK U HEraTHMBHBIX
paccTpOMCTB.

d)ap.MaKOKuuemuKa

TabneTku OJIaH3alnuvHa, JAUCIIEPrupyeMbI€ B TI0JIOCTH pTa, OUOIKBHUBAJICHTHBI  TabJleTKaM
OJlaH3allhHA, MNOKPLITbIM MJIEHOYHOM 000/JI04KOH, W HMMEIOT CXOAHYIO CKOpPOCTb M CTECIICHb
BcacbiBaHus. TaOneTku OJlaH3alluHa, AUCIHEPrupyeMbi€ B TII0JIOCTH pTa, MOTYT NPHUMEHATLCS
BMECTO TabJIeTOK OJlaH3aIlMHa, NMOKPbITBIX MJIEHOYHOM 000JI0YKOiA.

Bcacvieanue

[locne nepopanpbHOro mnpuema OJlaH3allMH XOPOLIO BCAchIBAaeTCsi, M €ro MaKcHMmallbHas
KOHLEHTpaLMs B IJa3Me AocTuraercs yepes 5-8 yaco. BcackiBaeMoCTh OJlaH3anMHa HE 3aBUCHT
OT MpHeMa MULLK.

Pacnpeoenenue
[Ipu koHueHnTpauuu B nnasme ot 7 g0 1000 Hr/mi ¢ Genkamu nia3mbl cBs3biBaeTcs 0koJao 93%
onan3anuHa. OnaH3anuH CBA3bIBAETCS B OCHOBHOM € allbOYMHUHOM M 0L1-KHUCJIBIM IJIMKOTIPOTEMHOM.

Memabonuzm

OnanzanuH MeTabonM3MpYyeTCs B MEYEHH B pe3ysibTaTe MPOLIECCOB KOHBIOTALMH M OKHMCIIEHUS.
OCHOBHBIM LMPKYJIUPYIOIMM MeTabouToM siBiisietcs 1 0-N-riroKypoHH, KOTOPBIM TEOPETHYECKH
He MpPOHMKaeT uepe3 rematodsHuedanuyeckuit Oapbep. Hzodepmentsi CYPIA2 u CYP2D6
uuroxpoma P450 ywactBytor B oOpazoBanuu N-ae3MeTun U 2-rHAPOKCUMETHII MeTabOJIUTOB
onan3anuHa. Ob6a meraboiuTa B MCCIEJOBAHMAX HA JKMBOTHBIX 00JIajlajii 3HAYMTENBHO MeHee
BBIDOKEHHOH  (papMaKoJOrM4ecKoil aKTHBHOCTBIO in vivo, 4YeM onaH3anuH. OcHoBHas
(bapmakonoruueckas akTHBHOCTB Npenapata o0yc/I0BIeHa MCXOAHBIM BEIECTBOM - OJIAH3AITHHOM.

Buigeoenue

[Tocne npuema BHYTpb CpeHMI NEPUO MOJYBBIBEICHHUS OJIaH3alnHa y 310pOBBIX J0OPOBOJILIIER
BapbUpOBaJl B 3aBUCUMOCTH OT BO3pacTa M IoJia.

V' 310poBbIX 100pOBOJIBLIEB MOXKHJIOTO Bo3pacTa (65 JeT W crapiue) CpeaHWi T1eproj
noJyBbiBeieHUs Obln 3ame/uieHHbIM (51,8 u), a kaupenc 6 cHiken (17,5 1/4) no cpaBHEHMIO ¢
aHaJIOTMYHBIMK  MOKa3aTelsaMM y aull Oonee Mosnoporo Bo3spacta (338 u wu 18,2 1/,
COOTBETCTBEHHO).

VY JKEHIIMH 10 CPaBHEHHUIO ¢ MYXYMHAMH CPEIHMIH MEPHOJ MOJIYBBIBEACHHUs ObLI 3aMe/JIEHHBIM
(36,7 4 no cpaBHeHuto ¢ 32,3 u), a KIMpEHC oJjiaH3anuHa B muasme cHwkeH (18,9 n/u no
cpaBHEHMIO ¢ 27,3 n/4).

IHayuenmul ¢ Hapywiernuem QyHKyuu noyex

V nauueHToB ¢ HapylieHneM (GyHKUMH 1noYek (KivpeHe KpeaTHHHHA <10 MJI/MHMH) 10 CpaBHEHHIO
CO  3/I0pPOBHIMM  JI0OPOBOJIBLIAMM  OTCYTCTBOBAJIM 3HAYMMbIE pa3jinuMs CPEHEro Mepuoja
nosyBeiBeieHus (37,7 4 no cpaBHeHuto ¢ 32,4 u) u kaupenca (21,2 1/4 no cpaBHeHuto ¢ 25,0 n/y).
Okono 57 % meyeHoro pajinoM30TONaMH OJlaH3allMHa BbIBOJMJIOCH MIOYKAMH, B OCHOBHOM B BH/E
MeTabOoJTUTOB.

Kypawue nayuenmor

VY KypAlWMX TNaUMEHTOB C HapylleHHeM (QYHKLMHM TEUeHH JIETKOW CTerneHH CpeJHUN NepHojl
nojyBeiBeieHUs Obl1 Kopoye (39,3 u), a knupenc Obun Boiwe (18,0 11/4) mo cpaBHeHHWIO
AQHAJIOTMYHBIMU TIOKa3aTeIs MMy HEKypsALMX 310poBbIX A00poBosbueB (48.8 u u 14,1 n/u
COOTBETCTBEHHO).

VY HeKypslIMX MNalMEHTOB (MYXCKOrO M JKEHCKOro TMoJjia) CpeAHHil TMepHOA MNOJIyBBIBEACHHS
0J1aH3anuHa Obll 10J1b11E, YEM aHAJIOTMYHbIH MoKa3aTesb Y KypsauuX nauueHTos (38.6 4 u 30,4 u),
a kaupeHc - Hwxe (18,6 n/4 u 27,7 n/yq).
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KHHpCHC OJlaH3allMHa B IJIa3M€ KpOBH OblJT HUKE Y NAaMCHTOB MOXKUJIOr0 BO3pacTa 1o CpaBHEHHIO
C MOJIOABIMH TIaLMEHTAMH, Y XKEHIIUH 110 CPaBHCHHUIO € MYXYHHAMH M Yy HEKYypsAIIUX 110
CPAaBHEHHIO C KYpPSLIHUMH. OaHaKoO CTeneHb BIIMAHMSA BO3pacTa, Iojia WA KYPEHHUs Ha KIIMpEHC
OJlaH3allMHa B TUIa3M€ W NEPUOJ NOJYBBIBEECHHUSA OJlIaH3aliMHA HEBEJIMKa B CpaBHEHHH C obuieit
BapHa6€ﬂbHOCTblO MEXAY NalMeHTaAMHU.

B wuccnenoBanuu ¢ Y4aCTHUEM JIMIL CBpOﬂCﬁCKOFO, ANOHCKOIO W KHUTAMCKOro INPOUCXOXKACHUS
pa3nwmii B (bapMaKOKHHCTl/lKC OJIaH3allhMHa, CBS3aHHBIX C pacoaoﬁ INPUHAJIE)KHOCTBKO, HE
YCTAaHOBJICHO.

Iloka3anus K NpHMEHEHHIO
Bspocnvie:
Onan3anuH nokasas JUist ie4eHus! IM30(hpeHun.

Onansanui >(QekTvBeH NpH NOIEPKHUBAIOIEH W JUIMTENBHON TepanuH y MNaLHeHTOB C
wn3odpeHneH, y KoTopsix Habmoaancs >3pQpeKT oT edeHns Ha Ha4albHOM 3Tarle.

OnaH3anuH nokasaH AJIA ICYEHHUSA MaHMaKallbHOro 3rnu3oja yMepCHHOf;l WK TSKENIOM CTEIEeHM
TAXECTH.

OnaH3anuH nokazaH At NpEAOTBpallleHUs pPEeUMIMBOB Y [MALUMEHTOB C GHHOHﬂpHLIM
paccrpoﬁcmom, Y KOTOPBIX OH MOKa3zaj 3(1)(1)8KTMBHOCTI: IpH JICHEHUHW MAHHUAKAJIbHOTO 3MU30/4a.

IIpornBonoka3anus
[ToBbileHHas 4yBCTBUTEILHOCTD K JIIOGOMY M3 KOMIIOHEHTOB Mpenapara.

Jlerckuii Bozpact 10 18 ner.
[TauneHTsI ¢ pUCKOM Pa3BUTHS 3aKPBITOYTOJILHOM F1ayKOMBI.

DeHUITKETOHYPHS.

IIpumenenne B nepno/ 6epeMeHHOCTH M IPYAHOTO BCKAPMIHBAHHS

bepemennocmeo

HcernenoBanuii mpumeHenus onaH3anuHa y GepeMeHHBIX KEHIIMH He TPOBOAMIOCH. [lauueHTKy
JI0JIKHBI OBITH NPEYNPEK/ICHBI, UTO B CllyYae HACTYIUIEHHs WM TIIAHHPOBAHUS GEPEMEHHOCTH B
MEPUO/L JIEYEHHUS OJIAH3AITHHOM, UM HEOOXO0IMMO COOOLIMTE 06 3TOM CBOeMY Jievalemy Bpauy. M-
3a HEJI0CTaTOYHOIO OMbITa NPUMEHEHHS OJIaH3allMHA BO BpeMs OEpeMEHHOCTH, Mpenapar clieiyeT
Ha3Ha4yaTh BO BpeMs OEPEMEHHOCTH TOJIBKO B TOM CJIyyae, €CAM MOTEHLMaIbHas M0Jb3a JUls
MAaLMEHTKH 3HAYUTEIILHO MPEBBIIIAET MOTEHLMANBHBIA PUCK I8 MJ10/a.

Y HOBOPOJKAEHHBIX, YbH MaTepu MPUHWUMAIW HEHpONEeNnTHKH (BKmouas onansanuu) B 111
TpUMeCTpe OEpeMEHHOCTH, CYIIECTBYET PHCK PA3BUTHS HEXKeNaTelbHbIX PeaKiHil, BKIOYast
SKCTpanHvpaMHU/IHbIC PacCTPONCTBA W CUMIITOMbBI CHHAPOMA «OTMEHBI», Pa3IM4HbIE MO TSXKECTH U
Npo0/KUTENBHOCTH. Coobanock o cayyasx pazBUTHs BO30YKIEHHs, TMIEPTOHHH, THIIOTOHHH,
TPEMOpa, COHJIMBOCTH, PECIUPATOPHOrO AMCTPECC-CHHAPOMA M HapyIIEHUs cocaHus. B cBa3m ¢
OTHM HOBOPOX/IEHHBIC, YbH MaTe€py NPUHUMAIN OJIAaH3AMMH, JOJDKHBI HAXOAMTBCS MO/
Ha0Jro1IeHHEM.

I'pyonoe eckapmnusarue

B wccneoBanum GbIIo BBISABICHO, YTO OJIAH3ATIMH BBIAENAETCS C IPYAHBIM MOJOKOM. Cpennss
A103a, mosydaemas peOeHKOM (MI/KT) MpH JOCTHKEHHH PAaBHOBECHOH KOHUEHTPALMM Y MaTep,
coctansana 1,8% no3bl onanzanuna marepu (mr/kr). He pekomenayeTcs KopmieHHe Ipyablo BO
BpEMsl TEPANMU OJIAH3aITHHOM.

Depmunvrocmeo
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Brnusnue Ha pepTUILHOCTE HEU3BECTHO.

Cnocob npuMeHeHHs H 103bl

Tabnerku onaH3anuHa, AUCTIEPrUPYEMBIE B MOJIOCTH PTa, OBICTPO PacTBOPSAIOTCS B CIIFOHE, U JIETKO
nporaaTtbiBaloTces. BbiHyTh TabneTky M30 pra HepacTBOPEHHOM 3aTpyaHUTENbHO. bpaTh Tabiaerky
u3 Onucrepa ciedayeT CyXxMMM pykamu. M3-3a Xxpynkoctd TaOsneTKy ciefyeT NMpUHHUMaThb cpasy
nocie u3BjaeyeHus us oaucrepa. Kpome Toro, HemocpeacTBEHHO Nepesl NPUEMOM TabIETKY MOXKHO
PacTBOPUTH B CTaKaHE BOJbI MM JPYroi XHUAKOCTH (aneIbCHHOBBIH COK, S0J0UHBIH COK, MOJIOKO
wiu Kode).

OnaH3anuH MOXHO NPUHMUMATb HE3aBUCHMMO OT IpHEMa MMLIM., TaK KaK MUIla He BIMSET Ha
BCAChIBaHHME OJIaH3aNMHa.

Tabnerku onanzanuHa, Jaucneprupyembie B TMOJOCTH pra, OHOPKBHUBAIGHTHBI TabieTkam
OJIaH3allMHa, TOKPBITBIM TUIEHOYHOW O000NOYKON, M HMEIOT CXOJHYIO CKOPOCTH M CTENeHb
BcackiBaHMA. TabneTku onaHzanuHa, JAMCTIEPTUpYEMble B MOJOCTH pTa NMPUMEHSIOTCS B TOM XKe
KOJMYECTBE M C TOM K€ YacTOTOW, 4YTO M TabNETKM OJlaH3alMHa, MOKPBIThIE TJIEHOYHOM
06010uKkoii. TabneTkn onaH3zanuHa, JUCNIEPrupyeMbie B MOJIOCTH PTa, MOTYT MPHUMEHSATHCS BMECTO
Ta0JIeTOK 0JIaH3aIMHa, MOKPHITHIX MIEHOYHOH 000I0UKOH.

B3pocnvie
[1Iuzodpenus: Pexomenayemas HayanbHas J03a olaH3anuHa coctapiaser 10 Mr oJuH pa3 B CyTKH.

ManuakanbHblii onm3oa: HavaneHas n03a cocraBnser 15 Mr oiMH pa3 B CyTKH NPU MOHOTEpanuu
uaun 10 Mr B CyTKM B cocTaBe KOMOMHUPOBAHHOMN Tepanuu (¢ JIUTHEM MITH BaJILIIPOATOM).

IIpesoTBpanienne peunauBoB OMNONAPHOrO paccTpoiicTBa: PekomeHayemas HavanbHas [03a
onanzanuHa coctapnasger 10 mr oauH pa3 B cyrku. Ilauuenram, mojyyaBLIMM OJaH3anuH JUIs
JIEYEHUsT MaHMAKaJbHOIO SMM30/a, A8 NPeJOTBpPALEHUs PELMAMBOB CJIEAyeT MNPOAOJKATh
Tepanuio B Toii xke go03e. [Ipu pa3BuTHH HOBOrO MaHMAKaJILHOTO, CMELIAHHOTO MJIH JIENPECCUBHOTO
5MU30/a CJEAYET TNPOAOIKATh TEParUi0  OJIAH3aMMHOM  (C  KOppeKLMed /03bl B clydyae
HeoOX0AMMOCTH) Ha (OHE JIOMOJIHUTENILHOM Tepanuu JUis JIeYeHUs CHUMNITOMOB pacCTPOWCTBA
HAaCTPOEHUS B COOTBETCTBMU C KIIMHUYECKMMH MOKa3aHUAMH.

[lpy neyeHun 1WM30peHUH, MaHMAKAIBLHOTO OSMM30/la M TPEAOTBPALLEHUS PELUIUBOB
OMIOJSIPHOTO PacCTPOICTBA CYyTOUHAs 032 MOKET OBITH CKOPPEKTUPOBaHa B JMama3oHe OT 5 Mr
ao 20 mr B cyrku. [loBbllleHMe HayalbHOW 03Bl CJIE€AYET OCYIUECTBIATH TOJBKO TOCHE
HaJ/IeKallero KjiuHuueckoro obcnenoBanus. [loBbllleHHWe [103bI  J0DKHO MPOBOJUTHCS C
MHTEepBaJaMHU He MeHee 24 uacoB. OnaH3anWH MOXKHO Ha3HayaTb BHE 3aBUCMMOCTH OT NpHema
MULIK, TOCKOJIbKY YNOTpeOIeHHe NMUILM He OKa3bIBAaeT BIUSHUS Ha BCachblBaHUE Mpenapara.

HpM NMPEKpaALICHUH JICYHEHHA OJIaH3alIMHOM /103y MnperapaTta CJICAYET CHUXKATL IMOCTEIEHHO.

Ocobbie epynnvl nayueHmos

[loxkunbie naumeHTsl: MuHUManbHas HavanbHas 103a (5 Mr B cyTKM) 0OBIYMHO HE Ha3HayaeTcs, HO
ee TpUMEHEHHE JO0/DKHO OBbIThb PacCMOTPEHO Y MalMeHTOB >65 jer, eciau 3toro Tpebyer
KJIMHHYECKOE COCTOSIHME KOHKPETHOTO MallHeHTa.

[TaumMeHThl ¢ 1MoYeyHOH W/MIM MEeYEHOYHOW HeJ0CTaTo4YHOCThIO: [lauueHTam ¢ nouyedyHol w/win
MEYEHOYHOM HEIOCTATOYHOCTBIO CJIEAYET HAYMHATD JICYEHHE C MUHUMAJIBHOM J103b1 (5 MI' B CYTKH).
Ilpyn neyeHOUHOM HEIO0CTAaTOYHOCTH YMEPEHHOH CTENEHM TsKecTH (UMppo3, kiacc A win B no
knaccupukauuu Yaitna-I1blo) HavanbHas 03a JI0JDKHA COCTaBJIATH 5 MI, NMPH HEOOXOAMMOCTH
7103y CeyeT YBEIMUYHUBAThH C OCTOPOKHOCTHIO.

Kypenue:



HavanbHas 103a ¥ AManas3oH 103, Kak MPaBUIIO, HE HYKIAKOTCS B M3MEHEHHMAX B 3aBUCHMMOCTH OT
TOro, KypMT JIM MaUMeHT WM HeT. MeTaGo/in3M ojlaH3anmMHa MOXET ObITh YCKOPEH KypeHHEM.
PexomenayeTcs npoBOAMTH KIMHHMYECKMH MOHMTOPWHI, B Clydae HEOOXOAMMOCTH J03a
OJIaH3aITMHA MOJXKET ObITh YBEJIMUYEHA.

[lpn Hannuum Gonee oxHOro (hakTopa, KOTOpble MOTYT MPUBECTH K 3aMENIEHMIO MeTabosn3Ma
(MaUMeHTBI JKEHCKOro MoJia, MOXKMIIOrO BO3pacTa, HEKypslIHe) MOXET ObiTh PeKOMEHI0BAHO
CHW)KCHHE HayaJibHOW /103bl. [lOBBIIIEHHE 03B Y TAaKMX MALMEHTOB, NPH HAJIWYMM TOKAa3aHWH,
HEe0OXO0MMO MPOBOAUTH KOHCEPBATHBHO.

IToGounoe neiicTBHE

Bspocnuie

HaunGosnee wacTeiMM HekenaTeNbHBIMH peakuusMu (HabmopaBmumucs y > 1% namueHToB),
CBS3aHHBIMU C [PUEMOM OJIaH3aIlMHA BO BpeMs KJIMHUYECKHX HMCCIIEI0OBAHHM, ObIJIM COHJIMBOCTD,
YBEJIMYEHHE MAcChl Tella, 503MHO(UINSA, MOBBIIIEHNE KOHLEHTPALMH TPOJAKTHHA, XO0JIeCTEPUHA,
TJIIOKO3bI M TPUIITULIEPH/IOB, TJIOKO3YpHs, NOBBILIEHHUE alMNeTHTa, TOJOBOKPY)KEHHE, aKaTU3Ms,
MapKUHCOHU3M, JICMKOMEHMS, HEHTPONEHMs, JAUCKMHE3Ms, OpTOCTaTHYeCKas TMIIOTEH3Us,
aHTHXOJIMHepruyeckue s(pdexthl, npexoasiiee OECCUMINTOMHOE IOBbIIEHHE KOHLEHTPALMH
aMHUHOTpaHc(epas NeYeHH, Chillb, aCTEHHs, YTOMJISEMOCTb, JIMXOPAajiKa, apTpajirus, MOBBILICHUE
KOHLEHTPALMK 1IeIoYHOM (ocharasbl, BbICOKas KOHLEHTPALMs raMMa-riyTaMuiTpaHcdepasbl,
MOY€BOM KMCJIOTHI, KpeaTUH(POCHOKMHA3BI U OTEK.

B caenyroweii tabnuue npeacrapnenbl HexkenaTesbHble peakuM W J1abopaTopHble TOKa3aTeu,
BBIABJICHHBIC B CIIOHTAHHBIX COOOLIEHMAX M KIMHMYECKUX MCCleoBaHMsX. B mpenenax kaxjoit
FPYNIbl YaCTOTBI BCTPEYAEMOCTH HEXKeaTe/IbHbIE PEaKLMU MEepeurcieHbl B Nopsjke yObIBaHMS
CTENEHU Cepbe3HOCTH. YacToTy BCTpeuaeMOCTH ONMpEAeNsiii CleAyIomuM o6pasom: OueHb YacTo
(=1/10), acto (=1/100 — <1/10), neuacro (>1/1000 — <1/100), peako (>1/10000 — <1/1000), oueHs
peako (<1/10000), HeusBecTHO (He MOKET ObITH ONpe/ieieHa Ha OCHOBAHMM MMEIOLIIMXCS aHHBIX).

Ouensb yacto Yacro Heuacro Peaxo TRREGIA
HeH3BeCTHA
HapymeHHsl co CTOPOHBI KPOBEHOCHOH M THM]aTHUECKO# CHCTEM
Do3uHopuInA TpombouuTone-
Jleiikonenus'’ Hus'!
Heiirponenus'’
HapyueHusi co cTopoHbl HMMYHHO# CHCTEMBI
['unepuyBcTBUTEND
HoCTB' !
HapyeHust o cTopoHbl 06MeHa BelecTB H MHTAHHS
VBennuenue [ToBblenne Passutue uim I'unorepmus'?
macchl Tena' KOHLIEHTpaLI1H JIeKOMIIeHCalus
xoJsiectepuna’’ CaxapHoro
[ToBbineHue aunadera, B
KOHLIEHTPal1H HEKOTOPBIX
rmoKo3sr* cirydasx
ToBeIeHMe COMPOBOZK/IAIOLIHE
KOHLIEHTpall1H sl KETOAIMA030M 1
TPUrAMLEpUI0B> | AnabeTHueckKoil
["moko3ypus KOMOH, B TOM
[ToBblienue quclie ¢
anmneTuTa NeTaNbHBIM
ucxosom'!

HapyumeHHsi co cTOpOHBI HEPBHOM CHCTEMBbI
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Yacrtora

OueHb YacTo Yacro Heuacro Peako
HEH3BeCTHA
COHJIMBOCTD ["onoBokpyxenue | Cynoporuy 3J10Ka4eCTBEHH
Axaruzus® MaLMEHTOB C 877}
[apkuuconusm® | cynoporamu B HeWpoJIenTHyec
Jluckunesus® aHaMHe3€ WM NIpH | Kuii cunapom'?
Hannuuu pakTopoB | CUHAPOM
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: Jlna Bcex rpynn NalUMEHTOB, HE3aBUCMMO OT MHjekca Mmacchl Tena (MMT)., nabmopanock
KJIMHUYECKH 3HAaYMMOE YBEJIMYEHUE MacChl Teja. YBeJIWdYeHHe Macchl Tesna Ha 7% u OoJjiee OT
CPE/IHEro 3HAUCHUs MOCIIe MPOBEIEHHUS KOPOTKOTO Kypca JIe4eHHs (CpeiHss MPOI0KUTENBHOCT -
47 nneit) Habmoaanock oueHs 4acTo (22,2 %), yBenndenue Ha 15 % u Gonee 661710 yacToiM (4,2 %)
1 yBenn4yeHue Ha 25 % u Gonee 6b110 HewacThiM (0,8 %). YV naumneHToB, NMoJyyaBLIMX AIHTENLHOE
neyenune (He MeHee 48 Henep), nopeileHue Ha >7 %, >15 % u > 25 % Gb110 04eHb yacThiM (64,4
%, 31,7 %, 12,3 % cOOTBETCTBEHHO).

2 Cpe/iHee MOBBIIIEHHE KOHLEHTPALMK JIMIIK/I0B HATOLIAK (XOJIECTepHHA, JTMMONPOTENI0B HU3KOM
nnordoctd (JITIHIT), Tpuranuepumo) 610 Gosiee BBIPaKEHHBIM y MAllMEHTOB 0€3 MCXOIHBIX
NPU3HAKOB HapYLIEHUs JTUITUIHOro 0OMeHa.

3 Habmoaanoch yBenuyeHue KOHLUEHTpALMK XOJIECTEPUHA OT HOPMaJIbHBIX 3HAYE€HHH HATOLIAK
(<5,17 mmonb/n) 10 MOBBILEHHBIX (6,2 MMOIB/1T). M3MeHeHHe KOHIIEHTpaluHu X0JIeCTePUHA OT
MOrpaHMYHBIX TMOKa3aTeleld Harowak (=5,17 - <6,2 MMOJB/1) 10 MOBBIEHHBIX (>6.2 MMOJIB/I)
OBIJIO OYEHB YaCTHIM.

* Habmonanoch yBeanueHue KOHLIEHTPALMK TJIFOKO3bl OT HOpPMaJIbHBIX 3Ha4e€HUi HaTowak (<5,56
MMOJIb/JT) 710 MOBBILEHHBIX (=7 MMOJIB/T). U3MeHeHHe KOHLUEHTPALMK TIIOKO3bI OT NOrpaHUYHbIX
rokasareJiei HaTolak (=5,56 - <7 MMOJIb/1T) 10 NOBBIIIEHHBIX (>7 MMOJIB/J1) OBIIO OUEHB YAaCTHIM.
5 Habmopaanock yBenuueHHe KOHLEHTPALMH TPUIIMLIEPUIOB OT HOPMAJILHBIX 3HAYEHHH HATOLIAK

(<1,69 Mmounb/n) 10 NOBBIIEHHBIX (>2,26 MMOJIB/IT).
M3MeHeHHe KOHUEHTpalUMM TPUITIMLIEPHIOB OT MOrPaHMYHBIX TMOKasarteneil Hatomak (>1,69 -
<2,26 MMOJIB/1T) 10 MOBBILIEHHBIX (>2,26 MMOJIB/1T) GBIJIO OUEHBb YaCThIM.

° B xofe KIMHHYECKHX MCCIICIOBAHUM, Cllyyau TApKMHCOHM3Ma M JIUCTOHMH Yy TNalMEHTOB,
NPUHUMAIOIIMX OJIaH3alKH, ObLIM Goslee YAaCTBIMM, HO pas3/iu4yMe C Ipynnoi miaunebo He ObUIO
CTaTHCTHYECKH 3HAUYUMBIM.

Y nauMeHToB, NPUHMMABIUMX OJIAaH3aMWH, CJyYyad pa3BUTHS TAPKMHCOHM3MA, aKaTH3HH,
JAMCTOHMM, HAOMIOJAINCHL peKe, YeM y MALUMEHTOB, MOJYYaBLIMX TUTPOBAHHBIE JI03bI
rajonepuaosia. Beuay orcyrcTBus noapodHoi nHGOpMauMK 0 HaIMYMK Y NAlMEHTOB B aHaMHe3e
OCTPbIX M MO3/HUX SKCTPANMPAaMUIHBIX PACCTPOHCTB, B HACTOSIEE BPEMs HEBO3MOKHO CJ€1aTh
BBIBOJL O TOM, YTO OJIAaH3AlWH B MEHBIIEH CTENEHU BBI3BIBAET PAa3BUTHE MO3HUX AMCKUHE3UI WK
JAPYTUX M03/IHUX 3KCTPAaUPAMUHBIX CUHPOMOB.

"Tlpu pe3koii OTMeHE 0J1aH3anMHa HaGMOIANCh TAKHE CUMITTOMBI, KaK MOTJIMBOCTh, GecCOHHMIIA,
TPEMOp, TPEBOTra, TOLUIHOTA U PBOTA.

® B KIMHMYECKMX MCCIEOBAHMAX MPOAOIDKUTENBHOCTBIO 10 12 Heaenb KOHLIEHTpaLHs
NpOJIAKTHHA B TJIa3Me TMpeBblllajia BEPXHIOI TpaHULly HOPMBI Y, TNpubiusutensHo, 30%
NalMEHTOB C HOPMallbHbIMM HCXOJHBIMM MOKAa3aTeJIsIMM TpPOJIaKTHHA. Y OOJIBIIMHCTBA TaKUX




MalMEHTOB YBEJIIMYEHHE KOHLEHTPALMK MpPOJaKTHHA ObLIO YMEpPEHHbIM, U MeHee yeM B 2 pasa
NPEBBILLIAJIO BEPXHIOK IPAHULLY HOPMBI.

 HexenaTenbHble sBIEHUA, 3a(QMKCUPOBAaHHBIE BO BpeMs KIMHHYECKUX WCCIE0BAHUN C
OJIaH3aITMHOM.

10" HesxenarenbHble sBIeHMs, 3aDUKCHPOBAHHBIE BO BpEeMs KIMHMUYECKHX HCCIE0BaHU C
0JIaH3aITMHOM U OLICHEHHBIE 110 (PaKTHYECKOMY 3HAUYECHHIO.

' HexenarenbHple ABIeHHs, 3aQUKCUPOBAHHBIE TIPH NOCT-MapKETHHTOBOM OTIBITE PUMEHEHHS C
OIpeETIEHHON YacTOTOM.

12 HeskenarenbHble ABjieHNUs, 32 MKCHPOBAHHBIE MPH TIOCT-MAPKETHHIOBOM OMBITE IPUMEHEHMUS ¢
4acTOTOM, ONPEAEICHHOH 110 BepXHe# rpanuue 95 % 10BepUTEILHOIO MHTEPBaa.

Jloneocpounas sxkcnozuyus (e menee 48 neoev)

KonnyecTBO mnauLMeHTOB, y KOTOPBIX OTMEUaJOCh YBEJIMYEHHE MAacChl Teja, [MOBBILICHHE
KOHUEHTpaUUH rimoko3sl, oduero xonecrepuna/JINTHIT/JINBIT wnu tpurnvuepuaos, ¢ TeyeHueM
BPEMEHH YBEJIMYMBAIOCh. Y B3POCIBIX MALMEHTOB, KOTOPbIE 3aKOHUMIM 9-12 MecauHBId Kypc
Tepanuu, CKOPOCTb MOBLILIEHNUS KOHUEHTPALMK IIFOKO3bl B KPOBU 3aMeJIsIach IPUMEPHO uepes 6
MECSLEB.

Heoicenamenvnuie s¢ghgpexmor y ocobwix epynn nayuenmos

B KJIMHHYECKHX HCCNIEIOBAaHMSAX Yy MOXKWIBIX MALUEHTOB C JEMEHLMEH Tepanus oJlaH3almMHOM
Obuta cBsi3aHa ¢ Oosiee BBICOKOM YacTOTOM JIETAlbHBIX MCXOJOB M LiepeOpOBacKyIsPHBIX
HEKeJaTe/IbHBbIX peaKlui, yeM Mpu npuMeHeHuu manebo. OyeHb YacThIMU HeXKeNnaTelbHbIMH
peaKkLMsMH, CBA3aHHBIMM C TNPUMEHEHHWEM OJlaH3alMHA Yy JaHHOW TpYNIMbl MalUUeHTOB, ObIIH
HapylleHHe MOXOJAKHM M mnajaeHus. Yacto HalOmoJanuch MHEBMOHMS, MOBBILIEHHE TEMIEPaTypbl
TeNa, JIETAprus, SpUTeMa, 3pUTeIbHbIE ra/IIOLMHALIMM U HeJlepKaHHe MOYH.

B KIMHMuYECKMX HCClIeIOBaHMAX € Y4YacTHEM MALMEHTOB C TMCHX030M HWHIYLIUPOBaHHbIM
npenapataMu (aroHuctoM aodamunHa) Ha ¢one Oonesnu IlapkuHcOHa OYEHB YAcTO OTMEYanoCh
ycyryonenue cumntomoB Oonie3Hu [lapkuHcoHa W rammoumHauuu. Yactora pa3BUTHS JaHHBIX
He)XKesaTebHbIX ABJICHUH Obla BbllIe Ha (OHE MPUMEHEHUs OJIaH3alWHa, YeM B rpynme rauebo.
B 0aHOM M3 KIMHMYECKMX MUCCNEeOBAHUNA Y MAUMEHTOB ¢ OUNOJspHONH MaHUeH, KOMOMHUPOBAHHAs
Tepanus OJlaH3alMHa ¢ BaiabnpoaToM B 4,1 % ciyyaeB NpUBOJAMIA K Pa3BUTHIO HEHTPONEHWHM,
MOTEHUHMAIBbHBIM NpeJpacroiaralomumM  GakTopoM KOTOpo# Oblla BbICOKas KOHUEHTpaLMs
BaJIbIIpoara B miaasme kpoBu. [IppumeHenune onan3anuHa B KOMOMHALMM € NIpenapaTaMy JIMTUS WK
BaJIb[IpOATa MPUBOJAMIO K YBEIMUEHHIO 4acToThl (210 %) pa3BUTHUS Tpemopa, CyXOCTH BO PTY,
MOBBIIIEHHUs anmeTHTa W yBEIMYEHUIO Macchl Tena. Takxke 4acTo coolIIanoch o paccTpoHCTBe
peuu. Bo Bpems Tepanuu onaH3anMHOM B KOMOMHALMU C MpernapaTtaMy JMTUsL UK IUBaJIbIIPOEKca,
yBEJIMUYEHHE HCXO/HOM Macchl Tena Ha >7 % Habmopanoch y 17,4 % nauueHTOB B paMKax
KpaTKOBPEMEHHOTO Kypca JieueHus (10 6 Heaenb). JloarocpouHslii Kype eueHHs oJaH3alMHOM (J10
12 MmecsiieB) Ui MpeAOTBPALCHUS PELUIMBOB Yy TMALMEHTOB ¢ OMIOJSPHBIM PacCTPOUCTBOM
MPUBO/INII K YBEJIMYEHUIO UCXO/IHOM Macchl Tena Ha >7 %y 39,9 % nauueHToB.

CuMnTOMBI Nepe03HPOBKH

OueHb 4YacTBIMM CHMIITOMaMH TpU Nepeo3upoBKe osianHzanuHa (=10 %) ObuiM Taxukapaus,
NICUXOMOTOPHOE  BO30YXK/I€HHUE/arpecCUBHOCTh, AM3ApTPUs, pa3jiM4yHble 3KCTpanupaMHUIHbIE
paccTpoOHCTBA M HApYLIEHUS] CO3HAHMS Pa3HOW CTENeHW TskecTH (0T cepatuBHOro sdgdekra 10
KOMBl).

Jlpyrue KIMHMYECKH 3HauMMble MOCIEACTBUs MEPEA03MPOBKM OJlaH3alMHa BKJIIOYAIM JeJIUPHH,
Cy/IOpOr'H, KOMY, 3JIOKQYECTBEHHbIH HEHUPOJENTUYECKUH CHHAPOM, YrHETEHHUE JIbIXaHus,
acnMpalLMIo, TIOBBILIEHHE W CHWKEHUE apTepHalbHOrO JaBlEHMs, cepAeuHble apuTMHU (<2 %
Cily4yaeB MEepeo3UpPOBKH) M OCTAHOBKY cepJlia W JAbIXxaHWd. MHUHMMasibHas J03a NpH OCTpOii



nepeio3UpoBKE €  JIeTalbHBIM  MCXOA0M cocTtaBuna 450 Mr, MakcuManbHas J03a 1pu
rnepe03UpoBKe ¢ 0JaronpUsATHBIM UCXO/10M (BBIKMBAHHE) — 2 T.

Meouyunckaa nomouyp npu nepedo3upogre

Cneuuduueckoro aHTHA0Ta /Ul OJIaH3aNMHa He cyllecTryeT. He pekoMeHiyeTcs npoBOLMpOBaHHE
pBoTbl. Moryr ObITb MOKa3aHbl CTaHAAPTHBIE MPOUEAYpPbl MPHU MEPeAo3UpOBKe (IIPOMbIBaHHE
JKeTyaKa, TNpPHUEM aKTHBUPOBaHHOro yris). COBMECTHBIH TNpHEM aKTMBMPOBAHHOIO YIis M
OJlIaH3aMMuHa MoKasajl CHWKeHHe OMOJOCTYTHOCTH OJIaH3aMuHa npu npreme BHyTpb 10 50-60 %.
Cnenyer obecneyuTh CHUMITOMATHYECKOE JI€YEHWE M KOHTPOJIb (DYHKUMHA *KM3HEHHO BaXKHBIX
OpraHoB B 3aBUCHMMOCTH OT KJIMHHUYECKOW KapTHHBI, BKJIKOYas JIeY€HHE apTepHaIbHON THITOTEH3UH
M COCYIMCTOr0 KoJulamca M TMoJyiepiKaHue abiIxatenbHoi ¢yHnkuuu. He cieayer npumeHsATh
SMUHEeDPHUH, JONMAaMMH M JpPYrHe CHUMIATOMHUMETHKH, KOTOpBIE SBIISIOTCS aroHucramu Oera-
a/IpEHOPELIENITOPOB, TaK KaK CTUMYJSLMSA 3THX PEUENTOPOB MOXKET YCYryd/siTh apTepHasibHYIO
runorensuto. Heobxoaumo obecnednTs KOHTPOJIb CEPAECYHO-COCYAMCTHIX TOKaszaTenel Juis
BbIAIBICHUS BO3MOXKHOH aputmuu. TuiarenbHoe HaOMIOAEHHWE 3a COCTOSHUEM MallMeHTa
He0OX0AMMO 110 MOJHOTO €ro BbI3I0POBICHUS.

B3aumojelicTBHe ¢ APYrHMH JIeKAPCTBEeHHBIMH NpenapaTaMmu

ITomenyuanvnvie 3aumooeiicmeus, Okazvléalowjue 6IUAHUE HA OI1AH3ANUH

[Tockonbky onanzanuH Mmerabonusupyetcs ¢ ywactiem uzodpepmenta CYP1A2, merabonusm
OJ1aH3arMHa MOXET HW3MEHATHCS MOJ AEHCTBMEM WHIMOMTOPOB WM MHAYKTOPOB H30(EPMEHTOB
uutoxpoma P450, nposerasiommx crelunpUYecKyr0 aKTHBHOCTb B OTHOLICHHH H30(epMeHTa
CYP1A2.

Huoyxyusa uzogpepmenma CYPIA2

Metabonu3M  onaHzanuHa MOXKET OBbITb MHAYUMPOBAaH KypeHHEM WM  NPUMEHEHUEM
Kapbama3enuHa, 4To MOXKET NMPUBOJAUTH K CHW)KEHHIO KOHLEHTpaLMH oJiaH3anuHa. OTMedanoch
nub HeOONBILIOe MM YMEPEHHOE YBEeIMUeHHe KIMpeHca ojaH3anuHa. KiimHuyeckue nposiBieHus
ckopee Bcero OyayT OrpaHMYEHHBIMH, OJIHAKO PEKOMEHOBaH KJIMHHYECKUH MOHHUTOPHHI, W, B
ciydyae HeoOXOAMMOCTH, MOBBILIEHUE 103l OJIAH3aMUHA.

Hueubuposanue uzogpepmenma CYPI1A2

®nyBokcamuH, cneuuduueckud uHrudourop wuszodepmenta CYPIA2, 3Haummo nojaBnser
meTabosiu3M ojlaH3anuHa. MakcuManbHas KOHUEHTpauus ojaH3anuHa (Cmax) Mociie NMpUMEHEHUs
¢ryBOKCaMHMHa B Cpe/IHEM yBeJIMUMBanach Ha 54 % y HeKypsILMX NMalHMEHTOK )KEHCKOTro MoJia U Ha
77 % y KypAlWMX MNalUMEHTOB MYXKCKoro mnona, a nokaszarenbr AUC (miowaab noa KpuBOi
«KOHLIEHTpaUMs-BpeMsi») OJlaH3alMHa B cpeaHeM yBenuuuBaics Ha 52% w108 %,
COOTBETCTBEHHO. Clie/lyeT paccMOTPETh BO3MOKHOCTh Ha3HaYeHHs OoJiee HU3KOM HaYalbHOM 103bl1
OJIaH3alMHa y MalUeHTOB, NMPUMEHAIOMMX (IYBOKCAMUH MM APYrHe MHrHOMTOpHI M30depMeHTa
CYP1A2, nanpumep, uunpoduiokcauud. B Hayane npuMeHeHUs npenaparoB, OTHOCALUMXCA K
unruburopam umzodepmenta CYPIA2, na ¢oHe npuéma osnaH3zanuHa clielyeT paccMOTpeThb
BO3MOXKHOCTb CHW)KEHMS 103bl TIOCJIETHETO.

CHuorcenue dbuooocmynHocmu

AKTHBUPOBAHHBIN Yrojib CHWXaeT OMOJOCTYNMHOCTh OJIaH3alMHa Mocje npuema BHYTph Ha 50-
60 % ¥ 10/KeH NPUMEHATBLCS KaK MUHUMYM 32 2 yaca [10 WM 110c/ie NPUMEHEHHUs OJlaH3aluHa.
®nyokcetuH (MHrubutop uzopepmenta CYP2D6), onHokpaTHbIE 103bI aHTALMA0B (AJTIOMUHMIA-,
MarHuicoepxallie) Wik LHMMETHUH He OKa3blBaJlM 3HAUYUMOTO BIMSHUS Ha (apMaKOKMHETHKY
OllaH3aruHa.

Cnocobnocms onan3anund e1usims Hd dpyzue JleKapcmeeHtbvle npenapamaol
OnaH3anuH MOXeT MOJAABJATH BO3JAECHCTBUE NpAMBIX W HEINIPAMBIX arOHUCTOB ﬂO(i)aMl/lHa.
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Onan3anuH He nopaaeiseT ocHoBHble H3odepmentl CYP450 in vitro (Hanpumep, 1A2, 2D6, 2C9,
2C19, 3A4). CornacHo pe3yibTaTaM MCCIAEIOBAHUH in  vivo He o0oxuaaeTcs o0coboro
B3aMMO/ICHCTBHS C OJIaH3alIMHOM CJIEAYIOLIMX TPEenapaToB: TPULUMKIMYECKUX aHTHIETPECCAHTOB
(MeTabonM3MpyeMbIX B OCHOBHOM ¢ yuyactHeM u3odepmenta CYP2D6), Bapdapuna (CYP2C9),
teopunnuna (CYP1A2) u nuazenama (CYP3A4 u 2C19).

OnaH3anuH He BCTyNaj BO B3aUMOJIEHCTBUE € JINTHEM U OUNIEPUICHOM.

MOHHTOPHHT KOHLIEHTPALIMK BaJIbNIpOaTa B MJ1a3Me KPOBU HE BBISIBU HEOOXOUMOCTH KOPPEKLIMU
J103B1 BaJILIIPOATA M0CJIE Hayala ero MPUMEHEHHUs ¢ 0JIaH3aITUHOM.

Obwas akmusnocmo [[HC

HeoOxoaumMo  nposiBIATL  OCTOPOXKHOCTH MPU  NPUMEHEHWM OJIaH3alMHA Yy MalMEeHTOB,
ynoTpeOsoIMX aaKoroib WK MOJIyYaroluX JeKapCTBEHHbIE MpenapaThl, KOTOPbIE BHI3BIBAIOT
YrHETEHHWE LIEHTPAJIbHOM HEPBHOW CUCTEMBI.

CoBMecTHOE MPUMEHEHHE OJIaH3allMHA ¢ POTUBOMAPKUHCOHUYECKUMH CPEJICTBAMH Y MAILMEHTOB C
6one3nbto [lapkMHCOHA U IeMEHLIMeN He peKOMEH/1yeTCs.

Humepsan QTc
Cnenyer mposiBAsTE OCTOPOXKHOCTH NMPU NMPUMEHEHHM OJIaH3alliHAa COBMECTHO € MpernapaTaMu,
CMocOOHBIMM Y/UTMHATE MHTEepBan QTc.

Ocobble ykazaHust

Knunuyeckoe ynydiieHue npu JEYEHUU aHTUIICUXOTHYECKMMM CPEJICTBaMM MOXKET HACTyNaTh B
NepUo OT HECKOJIBKMX IHEH 10 HecKOJNbKMX Heaenb. TpeOyercs TinarenbHoe HabiroieHHe 3a
MalMEeHTaMH B 3TOT NEPHOI.

Icuxos na gpone Oemenyuu wunu HapyuieHus nO8eOeHUs.

OnaH3anuH He NOKa3aH /Ui JICYEHUs NCUX03a Ha (POHE AEMEHLMM W/WIIM HapyLIEHUH MOBEACHUs
BBUJ/ly TIOBBILIEHHUS YPOBHA CMEPTHOCTM M pHUCKa pa3BUTHS HapyLIEHHH MO3TrOBOro
KpOBOOOpAIlleHWs! Y JIaHHBIX MalMeHTOB. B muane6o-KOHTPOJIMPYEMBIX — HCCIIEI0BAaHUAX
(MpOAOIKUTENBHOCTBIO OT 6 10 12 Hesenb) y MOXKWIIBIX MAallMEHTOB (CpeHuit Bo3pacT 78 jer) ¢
NCUX030M Ha (oHe AeMEHLUMHM W/WIIM ¢ HapylIeHUSMH TOBEJAEHUS OTMeYaloch JBYKpaTHOE
YBEJIMYEHHE CJIyYaeB CMEPTH B IPYIIE OJlaH3allMHa M0 CpaBHEHUIO ¢ rpynnoi nuauedo (3.5 % u
1,5 % coorBeTcTBEHHO). bonee BBICOKMI ypOBEHb CMEPTHOCTH HE CBSI3aH C 030i OJlaH3alMHa
(cpeanss no3a 4,4 Mr) wim ¢ AIUTENBHOCTBIO JleyeHusi. DaKTOpbl pHCKa, KOTOPbIe MOTYT BIHUSTH
Ha NPe/ApacrosioKEHHOCTh 3TOM IpyMIbl NALMEHTOR K 6oJiee BHICOKOW CMEPTHOCTH MPH JICYEHUH
OJIaH3alMHOM, BKJIIOYAKOT BO3pacT >65 net. aucharuio, cenauuio, HEJOCTaTOYHOE MUTAHUE U
00e3B0KMBaHME, HAJIMUKE NMATOJOTMH JIErKUX (Harnpumep, MHEBMOHMS ¢ acniupaluei uim 6e3 Hee)
MM COYETaHHOE NMpUMeHeHHue ¢ OeH3oauazenuHamMu. OIHAKO YacTOTa JIETAbHBIX MCXOA0B Oblia
BbILIE Y TMALMEHTOB, IMOJYYaBUIMX TEPAINMIO OJIaH3alIMHOM, [0 CPAaBHEHMIO C MallMEHTAMH,
NoJy4aBIIMMHU Manedo, He3aBUCHMO OT 3TUX (haKTOPOB pUCKa.

B Tex e KIMHHMYECKMX HCCIEOBAHUAX OTMEYaluch LepeOpoBacKysipHbIE HeKelaTellbHble
ABJIEHUSA (HAanpUMep, UHCYJIBT, TPAH3UTOPHAs MILIEMHUYECKas aTaka), BKJIIOYas clyyau ¢ JeTaJlbHbIM
Hcxo0M. B nnanebo-KoHTpoMpyeMbIX MCCleIOBaHUSAX OTMedanach B TPU pasa 0osiee BBICOKas
yacToTa LepeOpOoBACKYISAPHBIX HEXENATeIbHbIX SBJICHUH y MalMeHTOB B IPyIIe OJIaH3aluHa 1o
cpaBHeHMI0 ¢ rpynnoi miauebo (1.3 % nporuB 0,4 %, coorBercTBeHHO). Bce maumeHTtsl ¢
1epeOpOBacKy/IAPHBIMU  HapyLUEHUSAMM, MOJIy4aBLIME  OJlaH3anuH M niauebo,  umenu
npealecTByomye (GakTopel pUcka pa3BUTHS LepeOpoBaCKYISAPHBIX HeXeNaTeJbHBIX SIBICHHIA.
Bo3spact >75 net u aeMeHLHMs COCYAMCTOrO MM CMELIAHHOTO THIMA ONpEAEsINCh Kak (akTopbl
pHCcKa pa3BUTH LepeOpPOBaCKYISAPHBIX HEeXENaTebHBIX SBJICHUN Ha (oHe JeYeHus oaH3anmuHOM.
B xozne nanHbIX McenenoBaHuil 3pGEKTHBHOCTH OJlaH3aNHa He Obl/la yCTaHOBJIEHA.

FBonesny Ilapkuncona
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He pexoMeHnayeTcs npuMeHeHHe OlaH3anMHa NPy JICYEHUHU NCUX030B, HHAYLIMPOBAHHBIX PUEMOM
aroHUCTOB 10()aMUHOBBIX peLenTopor npu 6onesnu [lapkunHcoHna.

B kauHMyeckux MccnenoBaHMSX ycyryOneHue cumntomMatuku OonesHu [lapkuHcoHa
raJuTIOLMHALIMM OTMEYAIMCh OYEHb YacTo M ¢ OoJsiee BHICOKOH YacTOTOM, yeM B rpynne niaauebo, a
5(PeKTUBHOCTD NPH JI€UEHUU NCUXOTHYECKUX CUMIITOMOB OJIaH3alMHOM He MpeBbiluaa rniaueso.
B naHHBIX KJIMHMYECKMX MCCIIEIOBAaHMAX MALMEHTHl NMEPBOHAYATIBLHO J0JDKHBI ObIIM JJOCTUTHYTh
crabuIu3alMy Ha MUHMMadbHOH 5(G¢EeKTUBHONM J03e mnpenapatoB Juisi Je4eHHs OoJie3HH
[TapkuHcona (aroHucThl Ao0(aMHHA) W MPOJAODKATh MX MPHUEM B TOM K€ 03¢ HAa MPOTSHKEHUH
Bcero uccnenopanusa. HauanbHas 103a onaH3anuHa cocTaisia 2,5 Mr B CYTKH M Morja ObITh
YBEJIMYEHA 10 MAKCUMaJIbHOM - 15 MI' B CYTKH MO pelEHUIO UCCIeI0BATEIIs.

3nokavecmeennwiil Heviporenmuyeckuil cunopom (3HC)

3nokavyecTBeHHBIN Helponentuueckuit cuHapom (3HC) — noreHumanbHO yrpoxkaroliee XH3HH
COCTOSIHME, BO3HMKaiollee Ha (oHe npumeHeHHs HelponenTtukoB. Penxue ciayuan 3HC Takke
ObTM  3aperMCTPUpPOBaHBl W TpPHU TMPUMEHEHHH oJlaH3anuHa. KiuHuYeckue MposiBiIeHHs
3JI0KQYE€CTBEHHOI0 HEMPOJIENTHYECKOrO CHHAPOMA BK/IOYAIOT TMIEPINUPEKCUIO, PUTHAHOCTD
MBIIIL, W3MEHEHHE NICUXMYECKOTO CTaTyca U BereTaTUBHBIC HapyLIeHHs (HeperyaspHbIi My/ibe U
apTepHajibHOE  JlaBJ€HWe, Taxukapaus, Jauadope3 W  HapylleHHE CEepAeYHOr0 pPUTMA).
JlononaHurenbHbIE NpU3HAKU MOTYT BKJIIOYATh MOBBILLIEHHE KOHLEHTpaLMH
KkpeaTHHUH(pOCchHOKMHA3bl,  MHUOMIOOMHYpUIO  (pabaOMHMONIM3) M OCTPYK  MOYEHHYIO
HE10CTaTOYHOCTh. KiimHMyeckue nposiBIeHUs 3/10KaYeCTBEHHOIO HEHpONeNTUYECKOro CUHApOMa
WM 3HAYMTENIbHOE HEOOBACHMMOE T[OBBILIEHUE TeMNepaTypsl Tena 0e3 JpyruX CHUMITOMOB
3JI0KAYE€CTBEHHOI0 HEMPOJIENTHYECKOTO CHHAPOMA TpeOylOT OTMEHbl BCEX HEWpPOJIENTHKOB,
BKJIIOUas OJIaH3aIluH.

I'unepznukemus u caxapuuiii ouabem

Heuyacto oTMeuanuch ciiydan TUNEprjiMKeMHHM W/MIM Pa3BUTHs WM JIEKOMIIEHCALIMK CaXapHOro
auadera, B HEKOTOPBIX CIIy4asX CONMPOBOXK/JIAIOIIMECS KETOALMA030M M JHabeTHYeCKOH KOMOM, B
TOM YHCJIE C JIETAIBHBIM MCXO/0M. B HEKOTOpBIX CilyyasiX OTMeuasaoch MOBBILIEHHE MAcCChl Tea,
KOTOpO€ MOIJ0 MOCAYKUTh MpeapacnoiaraioliuM ¢akropoM. PexkoMeHayercsi TiATelbHbIM
KJIMHUYECKUHA MOHMUTOPHMHI TMALMEHTOB € CaXapHbIM AuMabeTOM M MalMEeHTOB ¢ (GaKTopaMu pUcKa
pa3BUTHA caxapHOro jJauabera B COOTBETCTBUM CO CJIEAYIOLUIMMH YKa3aHUAMH: H3MEpEeHHe
MCXO/IHOM KOHLEHTPALIMKU TIIOKO3bl KPOBH, Yepe3 12 Heaenb rnociie Hayajla npuema ojiaH3anuHa u
BIOCJIE/ICTBUM €KEroIHO. Y MalMEeHTOB, NMPUHUMAIOLIMX aHTUIICUXOTHYECKHE MNpernapaThl, B TOM
uncie npenapat 3unpekca” 3uauc®, Heo6X0AMMO NPOBEPATH HANHMUME NPU3HAKOB U CHMIITOMOB
TMIIEPIIMKEMUN (TaKMX KakK MOJUAMIICHS, noauypus, nonaudarus, cnadocts). I[laumeHtam c
caxapHelM auabeToM WIM (akTOopaMHM pHCKa BO3HMKHOBEHMs caXapHoro auabera HeOOXOAWM
peryJispHblii MOHMTOPUHI KOHLIEHTPAaLMK IIIOKO3bl KpoBH. HeobXxoumo npoBoAUTE perynspHblii
KOHTPOJIb MacChl TeJa: Nepejl Hayalaom jiedeHus, yepes 4, 8 u 12 Heaens nocie Hayana rnpuema
OJlaH3alnMHa U BIIOCIE/ICTBUM KaXK/ble 3 MecsLa.

H3zmenenue 1unuono2o npoghuns

B xoxae nuanebo-KOHTPONIMPYEMBIX HCCIIE0BAHUM, Yy MNALMEHTOB, MOJYYaBIIMX OJIaH3aMKH,
Ha0/I0/1a/INCh HEXKeaTelbHbIe M3MEHEHHs JTMITUHOTO cnekTpa. M3meHenus nunuaHoro npoduis
HeoOX0MMO KOPPEKTHPOBaTh B COOTBETCTBHM € KIMHMYECKOH HEOOXOAMMOCTBIO, OCOOEHHO Y
NalUMEHTOB C JMCIUNUAEMHMEH M y mNalueHTOB ¢ (aKTOpaMH pHUCKa pa3BUTHsS HapylEHUi
JMOMAHOTO oOMeHa. Y NauMeHTOB, MPUHUMAIOLIMX AHTUIICUXOTHYECKUE Tpenaparsl, B TOM YHCiIe
npenapat 3unpekca® 3uanc®, HeoOGXOAMMO PEryjispHO TPOBEPATH JHMHAHBIA TPOdUIL B
COOTBETCTBMUHM C PEKOMEHIALUMAMM: TEpejl HayajloM JieyeHus, yepe3 12 Hezenb moclie Havana
npveMa OJIaH3aluHa U BIOCJIEJACTBUM Kax/ble 5 JIeT.

A HMUXoJIuHep2U4ecKdAa dKkmueHoCmb
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HecmoTps Ha To, 4TO O/laH3anMH NPOSBIIAI aHTUXOJIMHEPTUUECKYIO aKTUBHOCTb B UCC/IEI0BAHUAX
in Vvitro, NpUMEHEHHUE OJIaH3allMHA B KJIMHUYECKUX HCCIIEJOBAHUAX BBISIBUJIO HHU3KYIO 4YacTOTY
CBSI3aHHBIX C HEeH ocnoxHeHHH. OJHaKO, MOCKOJIBKY KJIMHUUYECKHI OTBIT IPUMEHEHHUS OJlaH3arnuHa
y MALMEHTOB C COMYTCTRYIOLIMMH 3a00/IEBaHUAMH OTpaHHUYEH, clielyeT co0II0aTh OCTOPOKHOCTh
NpY Ha3HAYEHUM OJIaH3alMHA MAlUMeHTaM C  KJIMHMYECKM 3HAa4YuMOW  runeptpodueit
NpeAcTaTebHOM JKejie3bl, NapaJMTUYECKOH KHMLIEYHOH HENpOXOAMMOCTBIO W MOJ0OHBIMU
COCTOSIHUSAMM.

Hapywenua ¢pynxyuu nevenu

Yacto, ocobeHHO Ha paHHMX OSTamax Tepanuu, OTMEYaloch TPAaH3UTOPHOE OecCMMNTOMHOE
MOBBIIIEHHE KOHUEHTPAaUMHM «IIEYEHOUHBIX» aMMHOTpaHcdepas (acnapraTaMuHOTpaHcdepasbl
(ACT) wu ananuHamusotpancdepasbsl (AJIT)). Ocobas ocTOpoXKHOCTH HeoOXoAUMA IpH
yBenauueHun koHueHtpauuu ACT w/unm AJIT B chIBOpOTKE KPOBM Y MAallMEHTOB ¢ CHUMITOMAMH
HapyleHuss (YHKUMH TEYEHH, C paHee JAMarHOCTUPOBAHHBIMU COCTOSIHUSIMH, CBS3aHHBIMHM C
orpaHuueHreM (YHKLHMOHAJIBHOTO pe3epBa MEYEHH WIM Y MalMeHTOB, MOJYYAIOUIMX JIeUYCHHE
MOTEHIMAIBHO TeNaToTOKCHMYECKUMH Mpenapatamu. [Ipy auarHoctupoBaHuM renatuta (B TOM
YHCJIE TeNnaTOLE/UIIOJIAPHOro, XOJECTATHYECKOro MIM CMELIAaHHOr0) NPUMEHEHHEe OJlaH3aluHa
CJIElyeT NPEeKpPaTHUTh.

Heuimponenus

C OCTOPOKHOCTBIO CJIEAYET NMPUMEHATH OJIaH3aNMH y MALMEHTOB ¢ HU3KUM YMCIIOM JIEHKOLMTOB
W/MAM HEHTPO(UIIOB B KPOBHU; Y MALIMEHTOB, MOJIYyYAIOIUX Mpenaparhbl, KOTOPble MOTYT BbI3bIBATh
HEUTPONEHHUIO; Y MALIMEHTOB C JIEKAPCTBEHHBIM YrHeTeHHEM (YHKLIMH KOCTHOTO MO3ra B aHaMHe3e;
y TMAalMEeHTOB C YrHeTeHHeM (YHKLUMH KOCTHOTO MO3ra, OOYCJOBJIEHHBIM COMYTCTBYIOLIUM
3abosieBaHMEM, JTy4eBOH WJIM XUMMOTEpamHel; a Takke y MalMeHTOB C Y03MHODUINEH WIIH
muenonponudpepaTuBHpIMU - 3a0osneBaHuAMU. O  ciy4asX pa3BUTHS HEWTPONEHMHM  YacTO
€000111aJ10Ck MPH OJJHOBPEMEHHOM NPUMEHEHUH OJIaH3alliHa U BajibIpoara.

IIpexpawjenue mepanuu

B peakux cayvasx (0,01 % u <0,1 %) npu pe3kom npekpalieHHd NMPUMEHEHMs OJlaH3anuHa
OTMEYaJIMCh CJIEAYIOIIME OCTPhIe CUMIITOMBI: MOTOOT/AE/IEHHE, OECCOHHULIA, TPEMOP, TPEBOKHOCTD,
TOLIHOTA WM PBOTA.

Humepsan QT

B kaMHMuecKkMX MccneoBaHMSAX KIMHMYECKH 3HauuMmoe yuinHeHue uHTepBaia QTc (koppekums
QT no ¢dopmyne Ppunepuka [QTcF] >500 munnucexyna] B no6oil MOMEHT BpeMEHM Mocie
Hayasa sieyeHus npu ucxoaHoM QTcF <500 mc) Berpeuanock Heuacto (0,1 % — 1 %) y nanueHToB,
NOJy4aBIIMX OJIaH3AIMH, C OTCYTCTBUEM 3HAYUMBIX PA3JIMUYUi B COMYTCTBYIOLMX OCI0KHEHUAX CO
CTOPOHBI Cep/lla Mo cpaBHEHUIO ¢ muauebo. OgHako creayeT cobIOAAaTh OCTOPOIKHOCTH TPH
Ha3Ha4YeHMUHU OJIaH3alMHa COBMECTHO C MpenapaTraMy, yBeJuunBaromumMu uHtepeai QTc, ocobeHHo
y TAalMEHTOB MOXHWJIONO BO3PacTa € BPOXKAEHHBIM CHHIPOMOM YJUIMHEHHoro wHrtepana QT,
3aCTOMHOM  CEpJEYHOM  HEJ0CTAaTOYHOCTHIO, runeprpodueln cepjaua, TrUNOKaJIUEMHEH U
TMIIOMarHueMHUeHn.

Tpombosmbonus

Heuacro (>0,1 % u <1 %) coobumanoch 0 ciayyasx BPeMEHHOH CBSI3U MEXIY pa3BUTHEM BEHO3HOM
TpoMOOAMOOIMM M Tepanuel ojaH3anMHOM. Hanuuue npuYMHHO-CIEACTBEHHOM CBSI3HM MEXIY
MPUEMOM OJlaH3alMHa U BEHO3HON TpoMOosMOonuelt He yctaHOBAeHO. OJHAKO YYHTHIBas, YTO Y
MalMeHTOB ¢ IM30(peHrel 4YacTo HMeroTcs npuodpereHHble (AKTOPbl PHUCKA Pa3BUTHs
TpOMO0AMOO0IINH, ClIe/lyeT BBIABIISATH BCE BO3ZMOXKHBIE (PaKTOPBI PUCKA JAHHOTO OCJIOKHEHHS, B TOM
yucie, MMMOOWIIM3ALIMIO MALIMEHTOR, U PUHUMATh HEOOX0AMMBIE MEPBI MO NMPOodHIaKTHKE.

Obwas akmusHocmy 6 omHoweHuU yeHmpaibHou HepsHotl cucmemol (L[HC)
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C yuétom ocHoBHoro aeiicteus onanzanuHa Ha [[HC, cnenyer cobGntonark ocTOpOKHOCTbL Npu
MPUMEHEHHUH OJIaH3alliHa B COYETAHUM C JPYTMMH JIEKAPCTBEHHBIMH TpenapaTaMy LEHTPaabHOIO
AercTBus M ankorosieM. [IocKosbKy OJ1aH3alMH MOXET NPOSABIATH AHTArOHW3M B OTHOIIEHMH
N0(aMHHOBBIX PELENITOPOR B YCJOBHSAX in Vitro, OH MOXKET ObITH aHTaroHUCTOM 3(D(HEKTOB MPAMBIX
M HETNpSAMbIX arOHUCTOB 10(aMHUHOBBIX PELENTOPOB.

Cyoopozu

Onan3anuH cielyeT NpUMEHATE ¢ OCTOPOKHOCTBIO y MAalMEHTOB C CYA0pOraMy B aHaMHE3€ WIIU
MO/JIBEPIKEHHBIX BO3/IEHCTBHIO (PAaKTOPOB, CHMKAIOLIMX MOPOT CYAO0POXKHON akTHBHOCTH. Citydau
CY/IOPOI HEYACTO BCTPEYAIMCh y MALMEHTOB, MPUHUMAIOLIMX OJIAaH3aMKH, U B OOJIBIIMHCTBE ITHX
ciyyaeB coo0OLIanock O HAJIMYMK CYJI0POT B aHaMHe3€e UK 0 aKTopax pUcka pa3BUTHUs Cy/10pOr.

I1o30Hs5 Ouckunesus

B cpaBHUTENBHBIX HCCIEAOBAHUAX, MPOJOJDKUTENILHOCTBIO 10 ToJa, JIeYEHHE OJIaH3alTMHOM
JOCTOBEPHO PEXKE COMPOBOXKAAIOCH PA3BUTHEM JAMCKMHE3MH, TpeOylolled MeIHKaMEeHTO3HOH
KoppekuMH. OJHaKo CcleyeT Y4YWTHIBAaTh YBEJIMYEHHWE pHCKAa TMO3JIHEH JUCKMHE3UH TIpH
JUIMTEIbHOW Tepanuu Heiposentukamu. [lpy pa3BUTUM TpPU3HAKOB MO3AHEH JUCKUHE3UM
PEKOMEHYeTCsl CHMXKEHHME J03bl MJIM OTMEHa oJlaH3anuHa. CUMNTOMBI MO3/HEH AUCKWHE3UH
MOTYT HapacTaTh MM MaHU(ECTUPOBATH 110CIIE OTMEHBI Npenapara.

Ilocmypanvuas ecunomen3sus

[locTypanbHas runoreH3us HeyacTo Habioaanach B KIMHUYECKMX MCCIEJOBAHUSAX OJIaH3alMHa Y
MOKMUIBIX TMalUMEHTOB. PeKoMeHJyeTcss NepuoJMYEecKH H3MEpsATh apTepualibHOE JaBJIEHUE Y
NalMeHToB crapuie 65 ner.

Buesannas cepoeunas cmepms

[To pe3ynpTaram NOCTMAapKETHHIOBbIX HaOmojAeHMH onan3anuHa ObUT 3aMKCHPOBAH Clydaii
BHE3aMHO#i cmepTH. B peTpocnekTuBHOM HabnoaaTebHOM UCCIEI0BAHUM PUCK MpEArnosaraeMoit
BHE3alHON CEep/AeYHON CMEpPTH Yy MALMEHTOB, IMOJIyYaBIIMX OJIaH3aNMUH, Obl1 NMPHOIU3UTENBHO
B/IBOE BBILIE TAKOBOTO Yy MalMEHTOB, HE MPUHMUMABIINX HEHpOJIeNTUKU. B 1aHHOM HccnenoBaHum
PHUCK MpH MPUMEHEHHMH OJIaH3anHMHa OBl COMOCTABMM C PUCKOM TPH NMPUMEHEHHH aTUIHYHBIX
HENPONENTHUKOB, BKIIOYEHHBIX B 00beIMHEHHBIN aHAJIN3.

Jlemu

OnaH3anuH He peKOMEHyeTcs K NPUMEHEHHUIO y JIeTel U noapocTkoB. MccnenoBanus ¢ yuactuem
nauueHToB B Bo3pacte 13-17 ner BBIABMIM pa3zliIMyHble HEXeaTe/bHble peakiluH, BKIIouYas
NPUPOCT MaCChl Tella, U3MEHEHUs! MeTabOoJIMYECKUX ToKa3aTesiel W MOBBILIEHHE KOHLEHTPALUU
NpOJIaKTHHA.

Denunananun

[Ipenapat coaepuT acnapram, KOTOPbIH CIYKUT MCTOYHHUKOM (eHHJIallaHuHA. DTO MOXKET OBITh
OMAacHO /1Sl MALMEHTOB € GEeHUIKETOHYPHEH.

Mannumon

[Ipenapar coaepxat MaHHUTOIL.

Hampus memunnapazuopoxcubenzoam u nampus npONWInapazuopoxkcubenzoam

[Ipenapar COJIEPIKUT HaTpus MeTHJINaparupokcudbeH3oat U HaTpus
NpoNUINaparupokcuOeH30ar, KOTOpble MOTYT BBI3bIBaTH KpanuBHHIl. Kak mnpaBuio, Moryr
BO3HMKHYTb pEaKLMU TMIEPUYYBCTBUTEIBHOCTH 3aMEJIEHHOrO THMA, TaKWe KaK KOHTAKTHbIM
JIEPMATHUT, OJIHAKO TAaKKe€ MOryT BO3HMKHYTb pPEaKLUMM FMIEPUYYBCTBUTEIBLHOCTH HEMEJIEHHOIO
THIa ¢ OPOHXOCNA3MOM.

Binsinue Ha ¢cNOCOOHOCTH YnpaBJjasiTb TPAHCIIOPTHBIMH CpeICTBAMH U MEeXaHH3MaMH

HMccnenoBanuit BAMsIHUA npenapaTta Ha crocOOHOCTb YNpPaBisTh TPAHCHOPTHBIMM CPEICTBaMM M
MeXaHU3MaMMU He NpoBoAwioch. [lalueHTaMm, NMpUHUMAKOIIMM OJIaH3alMH, CJIEAYeT NPOSIBIATH

14



OCTOpPOKHOCTbL IpH yNpaBJI€HHHW TPaHCIOPTHBIMU CpEACTBAMHA U MEXAaHU3MaMH, I1OCKOJIbKY
OJIaH3allHH MOXKET BbI3bIBATH COHJIMBOCTH U I'OJIOBOKPYXKECHHUE.

®opma BbINycka
Tabnerku, nucneprupyemsie B nosoctu pra, 5 mr, 10 mr. Ilo 7 tabnerox B Gaucrepe. Ilo 4
OnucTepa BMECTE C MHCTPYKLMEH 110 NPUMEHEHHIO MIOMELIAIOT B MaYKy KApTOHHYIO.

YciaoBusi XpaHeHHst
B opurunaneHo# ynakoske npu temmnepatype ot 15 1o 30 °C.
XpaHUTh B MECTaX, HEOCTYIHBIX IS IETEH.

Cpok roanoctun
3 roaa.
He ucnonb3oBaTh 1Mo UCTEUYEHUM CPOKA FOJHOCTH.

YcaoBust oTnycka
OTnyckaroT 1o peuenty.

lOle]H'leCKOC JIHIIO, HA HMSl KOTOPOI'0 BHIAAHO PEruHCTPAallHOHHOE YA0CTOBEPpEHHE

Onm Jlnnnu Boctok C.A., llIBeiinapus
16, mocce e Kokpenuko, 1214, Bepube-XKenera, l1Ieituapus

IIpousBoaunTennb

[Ipon3BoaMTE b FOTOBOM J€KAPCTBEHHOM HOPMBI M MEPBUYHbIN YIAKOBLIMK:
Karanent KO.K. CBunaon 3uauc Jlta., Bennkobpuranus

®psukmna Poyn, basrpos, Ceunaon, CHS 8PV, Benukobpuranus

BTOopuyYHBIN YIIAKOBUIMK W BBINYCKAIOLIMH KOHTPOJIb KAYeCTBRA:
JInnmu C.A., Ucnanus
Agna ae na Unaycrpua, 30 Ankobenaac, 28108 Maapua, Ucnanus

IIpeacraBurtenserBo B Poccnn/ Aapec auist npeabsiBieHHs peTeH3Mil:
Anu JIunnm Bocerok C. A., 123112, Mockga, [IpecHenckas Hab., a. 10

ten. +7 (495) 258 50 01
daxc +7 (495) 258 50 05

Menepxkep 1o peructpauuu HoBunckas T.I1.
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