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MO MEIHIHHCKOMY IIPHVMEHEHHIO JIEKAPCTBEHHOT O IIPENIAPATA
COTJACOBAHO

Kernaent®

Perncrtpaunonssiii Homep: JICP-001052/08

ToproBoe nanmenoBanune: Ketiient®

Me:kayHapOIHOE HeMATeHTOBAHHOE HJIH IPYNIMHPOBOYHOE HAHMEHOBAHHE: KBETHATIIH
JexapcrBennasi popma: TadIeTKH MOKPHITHIE TFIEHOYHOI 000109KOi

Cocras Ha 1 Tad./1eTKY.

JleficTytouee BewecTso: kBetnamiaa gpymapar 28,78 mr, 115,13 mr, 172.70 mr, 230,26 mr
345,40 mr, yto cootBercByeT 25 Mr, 100 mr, 150 mr, 200 Mr, 300 Mr kBeTHANHUHA.
BcriomorarenipHble  BelIeCTBA: LE/UTHI03a MHKPOKPHCTA/LIMYECKas, J1aKTO3bl MOHOTHIPAT,
HaTpus kapOokcuMermiakpaxmai (tun A), nosiaod K-90, maransa creapar, KpeMHHUS IHOKCHI
KOLTOMIHBIH, O€3BOJHBII. MJI€HOUYHAsE 000J0UYKa COACP/KUT. FHOPOMENIO3Y. THTAHA AHOKCHI,
1akTo3bl MOHOTHApAT, Makporos / TI3I 3350, tpuauetun (Tpuauetuaranuepo:). Odo1ouka Tad-
aetok 150 mr u 200 Mr Tak ke COIepKHT KpacHTeIb jkeae3a OKCHI KeaThlil H KpacHTeb JKele3a

OKCIHA KpacHBII.

Onucanue:

Tabaemxu noKpuinbie NACHOYHOU 000104K0T 25 vie:

Benble nim oyt Gelble, KPYITble IBOSKOBBINYKIbIe Ta0IETKH, OKPHITBIE MJIEHOYHOI 000104~
KOii, ¢ rpaBupoBKoii OykBel E Ha 01HOIT cTopoHe 1 uncaa 201 — Ha apyroii cTopoHe TabneTky,
0e3 mm moutH Oe3 3anaxa

Tadaemxu noxpeimovie naeHouHol 000.10uxkott 100 ve:

Benbie nin noutn Oesble, KPYTIible IBOSKOBBIMYKIbie TaOAeTKI, MOKPBIThIE TNIEHOYHOIT 000:104-
KO, ¢ TpaBipoBkoii Oykeel E 1 uncia 202 Ha 0aHOIT cTOpOHe TaONeTKIl, 0e3 UiIH noyTH 0e3 3a-
naxa

Tadaemxu noxpoimoie n1eHOYHON 000104K0T 150 ve:

P030Bble, IBOSKOBBIMYKIbIE OBAILHON (OPMBI TAOIETKH MOKPHITHIE I1I€HOUHOH 000J0UKOIl, C
ABYMsl CTHIH30BaHHBIMH OykBaMu E. 3epkaibHO pacroioKeHHBIMH Ha OJJHOI CTOpOHe Tad-
JAeTKH, C PUCKOIT Ha 00enX CTOPOHAaX, 0e3 UM MouTH 0e3 3anaxa

Taoaemxu nokpeimvie naeHOYHON 000.104K0t 200 ate:

TeMHO-PO30BBIE, KPYT/IbIe TBOSKOBBINYK/IbIe TA0NIETKH, MOKPHITHIE MIICHOUHOH 000I0YKOIL, C
rpaBupoBkoii Oyksel E 1 uricia 204 Ha oaHOIl cTopoHe TabneTkH, 0e3 iIu noyTH Oe3 3anaxa
Tabaemxu nokpevimoie n1eHOYHOU 000104K0T 300 are:

bensle nian noutu 6851!:]6’ KPYIJbI€ IBOAKOBBIITYK/IbIC Ta6IIeTKH, [IOKPBITBIC MJIEHOYHON
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000710uKoi1, ¢ rpaBupoBkoil Oykesl E 11 gnicia 205 Ha 0aHOI cTOpoHe Ta0nAeTKH, 0€3 IIH NOYTH
Oe3 3amaxa
dapmaxkoTepaneBTHYECKAs TPYINA: AHTHTICHXOTIHYECKO CPeICTBO (HelpONenTHK)

Kox ATX: NOSAHO04

dapmakoI0rHYecKHe CBOICTBA
DapmakoOUHAMUKA

MexaHu3M 1elicTBUs

KseTnanus SBi1g€TCs aTHIHYHBIM AHTHIICHXOTHYECKIM rpenapaToM. KBeTHamniH i ero akTHBHBII
metabouT N-Ie3alKiIKBeTHANNH (HOPKBETHAMIH) B3aHMOICHCTBYIOT € LIMPOKHM CHEKTPOM
HelITPOTPaHCMHUTTEPHBIX PELENTOPOB TOI0BHOrO Mo3ra. Keernanus i N- 1e3aIxkniKBeTHANMH
MPOSIBJISAIOT BICOKOE CpoacTBO K SHT>-cepoTonnHoBeM perientopam i Di- 1 Do-1odamiBoBEIM
pelenTopaM roI0OBHOrO MO3ra. AHTArOHH3M K VKa3aHHBIM peLenTtopam B coueTaHHH ¢ Ooaee
BBLICOKOI CeleKTHBHOCTBEI0 K SHT>-cepoToHNHOBBIM perentopam. 4eM K Do- 1odaMitHOBEIM
peuenTopam, 00yCIaBINBaeT KIHHHYECKHEe aHTHIICHXOTHYECKHE CBOIICTBA KBETHANIHA U HI3KYHO
YacTOTy pa3sBUTHSA IKCTpamupaMuaHbix moOouHbiX 3ddextoB. Kpetnanun He oOnazaer
CPOACTBOM K TIEPEHOCUHKY HOpaipeHatnHa ©u odnazaer HH3KHM cpoactBom K SHTia-
CEepOTOHIHOBOMY peLenTopy, B TO BpeMs Kak N-1e3aJKMIKBETHANHH MPOsABIAET BbICOKOE
cpoacTBo kK oOomm. MHrudupoBaHiie nmepeHoCYlKa HOpaapeHaInHa M 4YacTHYHbII aroHHU3M B
otHomeHun SHTiA-CepOTOHHHOBBIX peuentopoB, mnposBaseMble N-Ie3alKHIKBETHAHHOM,
MOTYT 00YCIaBIMBATh AHTHAENPECCHBHOE JelicTBHe mpenapara. Ksermamun u N-
Je3aIKMIKBETHANNH 001a1a10T BBICOKIIM CPOACTBOM K THCTAMHHOBBIM M Q1- aAPEHOpeLenTopam
I YMepeHHBIM CPOICTBOM MO OTHOIIEHUIO K (-aapeHopenentopam. Kpome Toro, kBeTnanus He
obanaer man 00;1a1aeT HU3KUM CPOACTBOM K MYCKapPHHOBBIM PeLenTopaM, B TO Bpems Kak N-
JIe3aIKHIKBETHANINH TIPOSBISET YMEPeHHOe HJIH BbICOKOE CPOJACTBO K HECKOIBKHM TMOITHIIAM
MYCKAPHHOBBIX PELEeNTOpPOB, € KOTOPBIM MOTYT OBbITh CBS3aHBl AHTHXOTHHEPrHYECKNe
(MyckapuHOMoa100HbIe) 3D heKThI.

B cTaHIapTHBIX TecTax KBeTHAMMH NPOSBISeT aHTHICHXOTHYECKYIO aKTHBHOCTb.

Vaenwubiii Bk1ag metabonnta N-ge3ankikBeTHanuHa B (PapMaKOIOTHUYECKYH) aKTHBHOCTb
KBETHAMIHA HEe YCTAHOBIIEH.

Pesynbratel u3ydeHns 3kcTpanupaMuaHbiXx cHMOToMoB (DI1C) y JKMBOTHBIX BBIABHIN. YTO
KBETHATIHH BbI3BIBAET CTa0VIO KaTAIENCHIO B 103aX, 3ddekTuBHO Onokupyomux Do2- peuentopsl
KseTnanuH BbI3bIBAET CEIEKTHBHOE VMEHbIIEHHE aKTHBHOCTH Me3oaumOudeckux Al0-
nodamMUHEepPrHYeCKUX HeHIPOHOB B CpaBHEHHH ¢ A9-HUTPOCTPHATHBIMHU HellpOHaMH,
BOBJICYEHHBIMH B MOTOPHYIO (DYHKLIHIO.

Dgpexmusrocnn
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Kesetnanud 3(QeKTHBeH B OTHOLIEHHH Kak MO3NTHUBHBIX, TaK M HEraTHBHBIX CHMITOMOB
wn30(peHnn.

Ksetnanun >QdeKTHBeH B Ka4eCTBE MOHOTEPAINHH PH MAaHHAKAIbHBIX 3MH301aX OT YMEPEHHOI
710 BBIPAKEHHOI CTeMeHH TshkecTH. [laHHbIe O IIHTEIBHOM NPHMEHEHNH KBeTHAMHHA 1711
npodHIAKTHKI MMOCAEIVIOMIHX MAHHAKATbHBIX 1 JENPeCcCHBHBIX 3MH3010B OTCYTCTBYIOT.
JlaHHble 1O TPHUMEHEHHK) KBeTHANHMHAa B KOMOMHALMM C BaIblIPOATOM CEMHHATPUA HIH
npenapataMi JIHTHS [PH MaHHAKaIbHBIX 3MH301aX OT YMEPEHHOIl 10 BbIPA/KEHHOI CTeNeHH
TSKECTH OTpaHHYEHbl, OJHAKO, TaHHAas KOMOMHMPOBAHHAs Tepamid, B LEJIOM, XOPOILO
nepenocnnack. Kpome toro, ksernanus B 103e 300 mMr i 600 Mr 3¢ddexTHBeH y NauneHToB ¢
ounoaspHeiM pacctpoiictsom I II Tuna oT ymepeHHOI 10 BeIpakeHHOI1 cTeneny Tsxecti. [Ipn
s1oM 3hpeKkTHBHOCTH KBeTHANMHA rpu mpieme B 103e 300 mr 11 600 Mr B CyTKH CONOCTaBUMA.
Keernanuu >d)dexTuBen v nmameHTos ¢ win3odpenneii n Manueil npu nprueme npenapara 2 pasa
B CYTKHM HECMOTPS Hd TO, 4TO mepHoxa noiayBeiBedeHus (TY2) kBeTnamiHa cOCTaBiseT OKOI0 7/
4acoB.

Bosaeiicteue kBetnanuna Ha SHT>- 1 Do-penentops! npoxoaxaercs 10 12 wacos nociie npuema
npernapara.

[Ipu npueme KBeTHAnMHa C TUTPOBaHHEM 10361 mpu wmu3odpennn dyactora JIIC n
COTMYTCTBYOIIETO MPHMEHEeHHs M-X0IHHOOI0KaTOPOB Obli1a COMOCTaBUMa C TAKOBOI MPH NpHeMe
niane6o. Ilpu HasHayeHwH KBeTHanmnHa B (IKCHPOBAHHBIX 103ax OT /5 a0 750 mr/cyT.
namieHTaMm ¢ mmszodpenuneii yactora Bo3HukHoBeHNA DIIC 1 HeoOX0AMMOCTh COMYTCTBYHOIIErO
MPHMEHEeHHUS M-X0IHHOOI0KaTOPOB HE YBEIHUHBAINCE.

[Ipn mpriMeHeHHN KBeTHANHHA B 103aX 10 800 MI/cyT. 171 Je4eHHs MAHHAKATbHBIX 330108 OT
YMEPEHHOI1 10 BBIPaKEHHOI CTeNeHH TSHKeCTH KaK B BHIe MOHOTEpAIHH, TaK 11 B KOMOMHALMH C
npenapaTtaMy JIMTHS WIH Bajgbmnpoatom cemuHatpus, uwactora JIIC n comyTcTByrouiero

MpHMEHEHUS M-X0INHOOI0KaTOPOB Obl1a COMOCTABHMA C TAKOBOIT MpH NpHeme niauedo.

Dapmarokunemura

[Tpu mepopaipHOM TPHMEHEHHH KBETHANMH XOPOLIO BCACHIBAETCA M3 KEIYI0YHO-KHIIEYHOTO
tpakTa (KKT) 1 akTHBHO MeTabOoaM3upyeTcs B NEUEHH.

[Tpnem numu CymecTBEHHO He BINAeT Ha OHOI0CTYNHOCTh KBETHAIIMHA.

[Tpudmi3uteapHo 83% KBeTHANMHA CBS3bIBATCSA C O€IKAMH TIa3MBbl.

PaBHOBeCHass MOJsSpHAs KOHIEHTPALMsi aKTUBHOrO MeTtadoinTa N-Ie3alKiakBeTHanuHa
cocraBngeT 35% OT TakoBoil kBeTnammHa. [lepmon monyebiBeaeHus (T1.) kBeTnanuuHa n N-
Je3a7KUIKBETHANIHA COCTaBIsieT OKo10 7 u 12 yacoB, cooTBeTcTBeHHO. DapMakOKHHETHKA
KBeTHamnHa ©  N-Je3ajKiJKBeTHANMHA  JIHHEeliHas, pa3anyuil  $apMaKOKHHETHUECKHX

nokasarejer y My KYiH H JKeHILIWH He Ha0I101aeTCs.

Crp.3 323



Cpeannii KIHPEHC KBETHAMNMHA Y MOKIIBIX nauneHToB Ha 30-50% MeHblue, 4eM y NalieHToB B
BO3pacTe oT 18 10 65 xer.

Cpeanuii nasMeHHbIH KIHPEHC KBETHANNHA CHIbKAeTcs mpndau3nTensHo Ha 25% y nalHeHToB
¢ TA/KETTOl MOYeuHOI HeI0CTATOUHOCTBIO (Ktupenc kpeatnnuna (KK) menee 30 ma/min/1.73m7),
HO HMHIMBHIVaTbHBIE MOKA3aTeNlH KIHPeHCa HAXOIATCS B Mpeiertax 3HAa4yeHHil, BIBIEHHBIX Y
310POBBIX 100POBOJIBIER. Y MALHEHTOB C MEYEHOUHOH HEI0CTaTOYHOCTBIO (KOMIIEHCHPOBAHHBII
AJIKOTOJIBHBIIT HPPO3) CPeIHIN TIIa3MeHHbBII KJIHPEHC KBeTHAMHHA CHIIKeH NPHOIM3HTEIbHO Ha
25%. IlockoapKy KBeTHAmHH HHTEHCHBHO METa0OIM3HPYeTCs B MEYEHH, Y MALHMEHTOB C
MEYeHOYHOIl HeAOCTATOYHOCTHK) BO3MOJKHO  TOBBIIEHHE [1a3MEHHOIl  KOHLIEHTPauHH
KBETHAMIHA, 4TO TPeOyeT KOPPEKTHPOBKH 103bl.

B cpeanem wmenee 5% MomsipHOW 1036l pakumm  cBOOOJHOro KBeTHanmuHa 1 N-
Jde3aTKIIKBETHANMHA IU1a3Mbl  BBIBOASTCS ¢ Mouoil. [lpnbmmsurensHo 73% kBeTHammnHa
BBIBOIMTCS C Mouoii 11 21% ¢ dexamusmi. Menee 5% KBeTHanuHa He 1101BePraeTcsi METadoIn3My
1 BBIBOAMTCS B HEH3MEHEHHOM BH€ MOYKAMH ITH ¢ QeKaIsMH.

Veranosiaeno., uto CYP3A4 sBnsercs k1roueBbIM H3odepMeHTOM MeTabo113Ma KBETHANMHA,
OMoCpeTOBaHHOTO LUTOXpoMoM P450. N-nesainkuikBeTHanmuH oO0pa3yeTcs C  y4acTHEM
nzodepmenta CYP3A4.

KBeTtnaniiH u HeKOTOpbIe €ro MeTadouThl (BKIOYast N-1e3aIKHIKBeTHANNH ) 00:1a3a10T c1adoi
HHIHOMPYIOMIell aKTHBHOCTBIO MO OTHOWIEHHIO K m3odepmentam umutoxpoma P450 1A2, 2C9,
2C19, 2D6 u 3A4, HO TOABKO TpH KOHLeHTpawu, B 5-50 pa3, npesblinatonieil KOHUEHTPaLnH,
HaOmromaemble TpH  OOBIYHO Hcnoab3yemoil dddextuBHoll  103upoBke 300-800 mMr/cyT.
OcHOBbIBasICh Ha Pe3yabTaTax i1 Vifro, He cleayeT OKIIaTh, YTO OJHOBPEMEHHOE Ha3HAYECHIHE
KBETHAIMIHA C IPYTHMIH TIpenaparamil MpiuBeaeT K KIMHUYeCKH BbIPAKEHHOMY HHTHOHPOBAHHIO
MeTabo13Ma APYTHX JTeKaPCTBEHHBIX CPEACTB, ONMOCPEIOBAHHOTO HM30(epMeHTaMH LHTOXpoMa

P450.

IMoka3zanusi K NpHMEHEHHIO

Jns neyenns mu3oppeHn.

Jlns nedeHns MaHHAaKaIbHBIX 3MH3040B B CTPYKTYpPE OHMOISIPHOIO pacCTPOIiCTBa.

Jlns 7eueHns JenpecCHBHBIX 3MI30I0B OT CpeaHell 10 BBIPAKEHHOIl CTENEeHH TSAKECTH B
CTPYKTYpe OHUMOIAPHOrO paccTpoiicTaa.

[Ipenapat He nokaszaH Aad NPOGHUIAKTHKH MAaHHAKATBHBIX U JIeIPEeCCHBHBIX 3MH30710B.
IIporuBonoka3anns

[ToBblmeHHas HYYBCTBHUTEIBHOCTD K H}O60E\fy 13 KOMIIOHEHTOB Nperapara,

JeTH 1 NOAPOCTKHU B Bo3pacTe 10 18 1eT;
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JaKTa3Has HEeIOCTATOUHOCTh, TIFOKO030-TalaKTO3Has Maapadbcopduus M HENepeHOCHMOCTh
rajJaKTO3bl;

COBMECTHOE MpHMeHEHIe KBeTHAMIHA H HHIHOUTOPOB n30depMenToB uutoxpoma P450, Takumn
KaKk MpOTHBOTPHOKOBBIE TIpenapaTtshl TPYIMbl a30J0B, IPUTPOMHLHH, KIAPUTPOMHULHH U
Hedas3010H, a Tarke MHrudHTopsl nporeassl BUY (cM. pasnen B3ammoaelcTBHe ¢ ApyYruMu

JeKapCTBEHHbIMH CPeACTBAMH )

C 0CTOPOKHOCTBHIO

V nauMeHTOB ¢ KapaAHOBaCKYIAPHBIMH H 1epeOpOBACKYIAPHBIMH 3200 1€BaHUAMH UIN APYTHMH
COCTOSIHHSIMH. TIPeIpacroararoiiMi K apTepHanbHON THIOTeH3HMH, TOKNION BO3pacT,
MeyeHOUHas HeJI0CTATOYHOCTh, CYI0POsKHBIE MPHMAIKN B aHAMHE3€, PHCK Pa3sBHTHs HHCYIbTA U

acnupaunoﬂﬂoﬁ IMTHEBMOHHH.

IIpuvenenne npu 6epeMeHHOCTH H B MEPHOA MPYAHOI0 BCKAPM.IHBAHHUS

BesonacHocth 1 3(HexkTHBHOCTh KBeTHANMNMHA YV OePeMEeHHBIX JKEHIUHH He ycTaHoBIeHsl. [lo-
3TOMY, BO BpeMs OepeMeHHOCTH KBEeTHAIIH MOKHO MPHMEHATh TOJIBKO, €CJIH 0K 1aeMas 101b3a
1151 JKeHUIMHBI ONPaBabIBaeT NOTEHLHATbHBII PHCK AT MI101a.

[Tpn npuMeHeHHH aHTHICHXOTHYECKHX MPErnapaToB, B TOM YICI€ KBETHANHHA, B TPETbEM TPH-
MecTpe OepeMeHHOCTH Y HOBOPOKIEHHBIX MOSBIAETCS PHCK Pa3BHTHUs NMOOOYHBIX peakumii pas-
HOI1 CTeneHH BeIpaZkeHHOCTH 1 ammTeabHocTH, BKaouas JI1C u/mnn cuaapom «otmens. Cood-
IA70Ch O BO30YKAEHHUH, THNEPTOHHUH, THITOTOHIH, TPEMOpe, COHIHBOCTH, PECIHPATOPHOM THC-
Tpecc-CHHIPOME ILIH HapyLIeHNsIX KOpMIeHHs. B CBs31 ¢ 3THM cieayeT TIIaTeIbHO HA0MII01aTh
33 COCTOSHHEM HOBOPOKIEHHBIX.

OnyG6ankoBaHbl COOOMIEHHs 00 IKCKPELH KBETHANHHA C TPYIHBIM MOJIOKOM, OJHAKO CTeNeHb
IKCKpeLnH He YCTaHOBIeHA. JKeHIIMHaM HeOOXOIMMO PEeKOMeHIOBaTh H30eraTtb TpyaHOTO

KOPMICHHA BO BPEMs MpHeMa KBCTHAIIHHA.

Crnioco6 npuMeHeHHsI H 103bl

Kernient cieayer npHHMMAaTh BHYTPb, H@3aBUCHMO OT NpUEMA MHILH.
Bspocavie

Jeuenue wiuzoppentiu

[Tpenapat Ketunent Haznauaetcs 2 pas3a B cytki. CyTouHas 703a A1 NMepBbIX 4 CyTOK Tepanui
coctapasieT: |-e cytku - 50 mr, 2-e cytku - 100 mr, 3-ii cytku - 200 wmr, 4-e cyTkn -300 wmr.
Hauwmnas ¢ 4-X CyTOK, 1032 10/KHA noaduparbes 10 b dekTuBHOoI, 00buHO B mpeaenax ot 300
10 450 mr/cyT. B 3aBHCHMOCTH OT KIHHHYeCKOTO 3ddeKxTa 1 HHANBHAYATbHOH MepeHOCUMOCTH

NamHeHToM, J03a MO’KeT BapbHpoBath B npenerax oT 150 mo 750 mr/cyt. MakcnmanzpHas
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peKOMeHI0BaHHAas CyTOuHas 103a coctapiaseT 750 mr.

Jleuenue ManuakabHbIX dMU30006 6 CHIPYKMYpe OUNOIAPHO20 paccmpotcmed

[Mpenapat KeTuiaenTt npuMeHseTcs B Ka4eCTBE MOHOTEPANHH HIH B KOMOHHALMH C Ipenaparami,
00Ja1a0IMI HOPMOTHMHYECKNM 1eliCTBHEM.

[Ipenapat Ketnnent Ha3Havaetcs 2 pa3za B cyTku. CyToyHas 103a 1715 nepBeIX 4 CYTOK Tepamniiu
cocrasngeT: l-e cytku - 100 mr, 2-e cytku - 200 wmr, 3-ii cyTku - 300 mr, 4-e cyTku - 400 Mr. B
JaspHellem K 6-My IHIO Teparniil CyTouHast 103a mpenapaTa MokeT ObITh yBeandeHa 10 800 mr.
VBeanveHne CyTOYHOIl 10361 He 10KHO npeBbiath 200 Mr B cyTkH. B 3aBHCHMOCTH OT KIHHH-
gyeckoro 3hdexra n HHINBUAYAIbHOI MEPEHOCHMOCTH, 1033 MOKET BapbHpPOBaTh B Npeaeaax oT
200 10 800 mr/cyt. O6s1ynO 3 dexTiBHAs 103a cocTapaster ot 400 10 800 mr/cyt. Makcumans-

Hasi pEeKOMEH10BaHHas cyTouyHas 103a coctasiseT 800 mr.

Jeuene oenpeccusHuIX anu30006 6 CIMPYKMYPE OUNOIAPHOCO paccmpoicmea

KeTnienTt Ha3HauaeTcs 0a1H pa3 B CyTKH HAa HOYb. CyTOYHAS 1034 1715 NepBbIX 4-X CYTOK Tepanii
coctapnseT: l-e cytku - 50 mr, 2-e cytku - 100 mr, 3-ii cytku - 200 wmr, 4-e cytku - 300 mr.
Pekomenayemas 1o3a coctasaseT 300 mr/cyr. MakcnManbHas peKOMeHI0BaHHAsA CyTOYHAs 103a
KBeTHanuHa coctasiaser 600 mr.

AntuaenpeccusHslii 3G dekT KkBeTHanuHa ObLT MOATBEP/KIEH MTPH HCTOIb30BaHIN ero B 103e 300
n 600 mr/cyt. Ilpn kparkocpouHoii Tepannu 3¢ddexkTHBHOCT, KBeTHamHA B 103ax 300 u 600

MI/CYT ObLT1a CONOCTABHMOIT (CM. pa3aet DapMaAKoOUHAMUKA).

Hoxcuavie
V nosKuIsIX MAUMeHTOB HayadbHas 103a KBeTHarnHa cocTaBiaseT 25 mr/cyT. Jlo3y criemyeT yBe-
JUYHBATh eKeaHeBHO Ha 25-50 Mr 10 aoctikenns 3G GexTHBHOIT 103bI, KOTOpasi, BEPOSTHO, Oy-

J€T MEHBIIEC, UEM YV MOJIOIBIX NAHMECHTOB.

HGI{UC’HI?H)I € NOYEYHOT HEAOCMAMOYHOCINBIO

Koppexuns 103b1 He TpedyeTcs.

Hanrennmoi ¢ ne4eHoYHol HedOCMAMOYHOCINBLIO

Kpernanux uHTeHCHBHO MeTabom3npyercs B nedeHu. [loaTomy caeayer co0ar0aarh OCTOPOK-
HOCTb TPH NMPHUMEHEHIH KBeTHAIIHA Y MaleHTOB C eYeHOUHOH HeJI0CTaTOYHOCThIO, OCOOEHHO
B Hauajie Tepanii. PekoMeHayeTCs HAuMHATh TePANu0 KBETHATHHOM C 103bl 25 MI/CYT. H YBIH-
YHBATh 03y eKeIHeBHO Ha 25-50 mr 10 aoctikeHus 3G eKTHBHOI 103BI.

IToGouHoe neficTBHE

Hanbonee yacteie nodounsle 3 pextsr kBeTHanuHa (>10%) - COHIHBOCTD, TOJIOBOKPY/KEHHE, Cy-
XOCThb BO PTY, CHHAPOM «OTMEHBI», TOBBIIIeHEe KOHIeHTpaunn Tpuranuepnaos (TT7). obmero
xoxectepnna (XC, riaaBusiM oopasom, XC aunonporenaos HH3koil mioTHOCTH - JITIHII), cHitke-

Hue koHueHntpaunn XC aunonporenaos Beicokoi riotuoctu (JITBIT), yBeanuenne macces! Tena,
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CHIDKeHIe KoHLeHTpawn remoraoonna i I1C.
Yacrora moOOYHBIX peakiiHii MPHBEIeHA B BILIE CleayoIIell rpatauun: oueHs yacto (>1/10); ga-
cro (>1/100, <1/10); meuacro (>1/1000, <1/100); peako (=1/10000, <1/1000); o4yeHb peaxo

(<1/10000), HeyTOUHEHHOI 4aCTOTHI.

Ouensb uyacrto (>1/10)

HapyueHnns co CTOPOHBI UEHTPAIBHOM roaosokpyxkenne 417,

o 2 7
HEPBHON CHCTEMBI COHJIHUBOCTD — . 5

roxosuas 601, I1CH

Hapywenns co ctopons! KKT CYXOCTb BO PTY

OGwwue paccTpoiicTBa CHHAPOM «OTMeHbD) 17

H3menenne 1abopaTopHbIX U nossimenye konuentpauun TT ' omero
HHCTPYMEHTAIbHBIX TIOKa3aTeell XC (raaBueiv o6paszom XC-JITTHIT)! 12,

cHmskenne konuentpaunn XC-JIIBIT: 1%,
yBeITHYeHNe MacChl Tena’,

CHIJKCHHE KOHUEHTpAUHNN rel\»10m061ma33

Yacro (>1/100, <1/10)

Hapyiienns co CTOpOHbI KPOBH 1 Teiikonenns >

AMpaTHYECKOIT CHCTeMBI

Hapyuenus co CTOpOHBI LIEHTpaTbHOM IU3apTpHs,
HEPBHOMH CHCTEMBI HeoObIYHbIE U KOLIMApHbIe CHOBHEHHUS,

MOBBIIICHHE aNneTHTa

Hapyiuenus co CTOpOHBI cepaua Taxukapans'?,
cepaueduenne’’
HapyuieHus co cCTOpOHbI COCYI0B opTocTaTiyeckas runotensus’ 1’
HapyweHus co CTOpOHbI OpraHa 3peHis HEUYETKOCTb 3PeHHs
Hapyienus co CTOPOHBI AbIXaTelbHOI onpika'’

CHCTEMbI, OPraHOB T'PYIHON KJIETKH H Cpelo-

CTeHUus
Hapywenns co ctoponst KKT 3anop,

JUCTIeNCHA.

pBoTa”!

OOGume paccTpoiicTBa HEe3HAUNTE/IbHO BBIPAKEHHAS aCTeHHS,
Pa3apaKUTENTbHOCTS,
nepudepinyecKkie 0TeKH,

JUX0pajka
W3meHeHne Ha60paT0pme u MNOBBIILIEHNE AKTHBHOCTH
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HHCTPYMECHTAIbHBIX nokasarenei

anannHamiHoTpanchepass (AJIT),
TOBBIIIEHNE AKTHBHOCTH raMMa-ITyTaMII-
tpancnentuaassl (ITT)

CHIIKEHHe KOTHuecTsa Heiitpoduios! >,
MOBBILIEHHE KOMITYeCTBa 3031MHO(GHI0B
runepriaukemus’

MOBbIIIEHNe KOHIeHTPALHIl MPOIaKTHHA B
CBIBOPOTKE KPOBH'*,

CHIKEHIe KOHLeHTPaI# 0011ero u
cBodoanoro T4,

CHITKEHHE KOHIIeHTpauun oduero 137,

noskiente kouuentpaunn TTT

Heuacro (21/1000, <1/100)

Hapymenns co ctopoHs! cepaua

Spaaukapana-’

Hapyienns co cToOpoHbl IMMYHHOI CHCTEMBI

peaxKkuuy rinepyyBCTBHTECIBHOCTH

HapyeHis co CTOPOHbI LI@HTPAIbHOI

HEPBHOIT CHCTEMBbI

cyaopori’,
CHHIPOM OeCrOKOHHBIX HOT,
No31HAS ANCKUHE3US ',

obmopok 1+ 17

HapyeHns co CTOPOHBI IbIXaTeIbHOI
CHCTEMBI, OPraHOB I'PYJAHOII KIETKH U Cpelo-

CTCHHUA

PHHHT

Hapymenns co ctoponst XKKT

aucarus’

HapyieHnns co CTOpOHbI OYeK 1

MOYEBBIBOAAIINX MyTeN

3a4CPIKKa MOYH

N3menenne 1abopaToOpHBIX 1

HHCTPYMECHTAIBHBIX nokasarenei

MOBBILIEHIE aKTHBHOCTH
acnapratamusoTpanchepass (ACT),
TpombounTonenus ',

yatnHenue uatepsana QT

CHIIKEHHe KOHIeHTpauui cBodoanoro T3

Peaxo (=1/10000, <1/1000)

HapyieHnus co cTopoHs! neueHn u xeaTyxa’
JKETUEBBIBOIAIINX NYyTeH

HapymeHust co CTOpOHBI PenpoayKTHBHOIT MpHAMH3M,
CHCTEMBbI rajgakropes

O6uue paccrpoiicTa

3710KAYECTBEHHBIIT HeIPOoJenTHYeCKuii
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®

CHHIPOM (3HC)',

THOOTECPMIA

H3menenne 1abopaToOpHBIX U

HHCTPYMEHTAIbHBIX rnokasareseii

NOBBIILIEHI€ aKTHBHOCTH
15
KpeatnH(pochOKITHA3H ~,

arpaHy;IoLHTO3

Hapy1enns co CTOpOHbI HEHTPAIbHOI

HEPBHOII CHCTeMbl

COMHaI\'l(’)yJ"HBI\'I 11 CBA3aHHBIC C HIM ABJICHIIA

Hapymenus co croponst KKT

HETIPOXOANMOCTh KHIIEYHHKA, HILYC

QOuensb peaxo (<1/10 000)

Hapymenns co cTOpOHbI HMMYHHOQIT CHCTEMBI

aHaduaKTHUeCKHe peaKii’

Hapymwenns co CTOpoHel 0OMeHa BelecTB H

IMHTAHUA

caxapuelii anaber '+

Hapyienns co CTOpoHBI neyeHu i

KEeTYeBBIBOISIINX My Teill

renatuT (¢ KenTyxoil nan 6e3 xearyxu)’

Hapymemm CO CTOPOHBI KOKH H MOJIKOKHBIX

TKaHel

aHFIlOHeBpOTI'IquKllﬁ OTeI\'G.

cunapom Ctusenca-/{xoncona’

HeyTouHeHHOIT 4acTOThHI

HapyueHnns co CTOpOHbBI KPOBH 1

numbaTHYeCKOH CHCTEMBI

HeliTponeHns’

OO0wme paccrpoiicTsa

CHHIPOM «OTME@HBI» Y HOBOPOKIEHHBIX "

Hapyme}ms{ CO CTOPOHBI KOKH ¥ NMTOIKOKHBIX

TKaHen

JeKapCTBEHHas peakuus ¢ 303uHOduIneil u

CHCTEMHBIMI CHMIITOMAaMH (DRESS-

CHHAPOM)

1. Cum. pazaen «OcoOble yKa3aHms»

2. ConnnBoCTh, 0COOEHHO BO3HHKAET B TeYeHHE MePBbIX 2 Heeb M0C/Ie Hayaaa Tepanun H, Kak

NpaBuI10, pa3penraeTcs Ha GoHe MPOI0KAOIIErOCs pHeMa KBeTHANMHa.

3. Bo3MoskHO OeccnMITOMHOE MOBbILIeHHe (=3 pa3a oT BepxHeil rpanuusl HopMbl (BI'H) npn m3-

mepennn B modoe Bpemsi) aktuBHOCTH ACT, AJIT u I'TT B chiBOpOTKE KPOBH, KaK NMpaBH.I0. 00-

patuMoe Ha (oHe MPOIOIKAKOILETOCs MpHeMa KBeTHaIHHa.

4. Kak 1 apyriie aHTHICHXOTHYECKHE Mpenapartsl ¢ a1-aJApeHOOTOKHPYOUINM AeiiCTBHEM. KBe-

THANMH 4aCTO BBIZbIBACT OPTOCTATUYCCKYHO T'MIIOTCH3HIO, KOTOpas CONMPOBOKIAACTCA IOJIOBOKPY-

JKeHHEM, TaXHKapameil, B HEKOTOPBIX ClIydasx - OOMOPOKOM, OCOOEHHO B Hayajie TepamuH (CM.

pasaen OcoOble yKa3aHusA ).

5. OTMeueHBbl OYeHb peJKHe Cyyan TeKOMIeHCAlni caxapHoro anadera.

6. OnenHka 4aCToThl JaHHOTO MOOOYHOrO 3 deKTa MPON3BOIIIACh HA OCHOBAHHUH Pe3yIbTaTOB

HOCTPEruCTpatHOHHOTO Ha0TI0 e HSI.
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7. IoBblLIeHHe KOHLEHTPALIMI [JIFOKO3bI KPOBH HATOIIAK > 126 Mr/am (= 7.0 MMOIB/1T) MM T/I10-
KO3l KpOBH riocsie npuema num > 200 mr/mn (= 11,1 MMoiab/1) X0T8 ObI IpH OIHOKPATHOM
OTnpeeNeHin.

8. Bonee Bbicokas yacToTta Aucdarun Ha (oHe KBETHAMIIHA 10 CPABHEHHIO ¢ M.1a1edo Oblia oTMe-
YeHa TOJBKO Y MaUHeHTOB C Jenpeccueii B CTPYKType OUMOISPHOro pacCTpoiicTBa.

9. ToBblmeHHe HCXOIHOI MacChl Tela He MeHee 4eM Ha 7%. B OCHOBHOM BO3HHKaeT B Hauajie
Teparnim y B3pOCIbIX.

10. INpn n3y4eHn CHHIPOMA «OTMEHBD» B KPATKOCPOUHBIX M1ale00-KOHTPOIHPYEMbIX KIHHHYE-
CKUX HMCCIeI0BAHUAX KBETHAMHHA B Pe/KHME MOHOTEpANnny OblTH OTMEUEHB! CAeTYIOLIHE CHMII-
TOMBI: O€CCOHHHMLA, TOIHOTA, TOJI0BHAsA 00.1b, AHapes, pBOTa, TOI0BOKPYKEHNE 1 pa3apaKiTeIb-
HOCTh. HacToTa CHHAPOMA «OTMEHBI» CYLIECTBEHHO CHIUKAIach dyepe3 | Hexemro mocie mpekpa-
LIeHUs npHueMa nmpernapara.

11. IMosbiwenne konuertpaunn TT > 200 mr/an (= 2,258 MM0:16/71) Y nanueHToB > 18 der uan >
150 mr/aa (= 1,694 mvmonp/1) y nauneHToB < 18 1T, X0Tsa Obl NPH OTHOKPATHOM OTNpeaeIeHHH.
12. IMosbimenne konueHTpaunn odmero XC > 240 mr/an (= 6,2064 MMo1b/1) y nauneHTos > 18
aet wan >200 mr/a (= 5,172 mvonb/1) y mauneHToB < 18 et, XoTsa Obl TpH OJTHOKPATHOM OMpe-
JeTeHHN.

13. Cm. naee no tekcty MHCTpyKLIHN.

14. Cauxenne kommuectsa TpoMbomuTos <100 x 10”1, X0Ts 6b1 IPH OTHOKPATHOM ONPEIETEHNH.
15. bes cea3u co 3HC. [To 1anHBIM KIMHHYECKHX HCCIET0BAaHHUIT.

16. TloBbinieHiie KOHLEHTpALK MPOJAKTHHA YV mauueHToB > 18 ger: >20 mxr/m (= 869,56
HMOJIb/T) v MysKuiH; >30 Mxr/in (> 1304,34 nMoab/11) y JKEHIIIH.

17. MoseT npiBOINTb K NaJeHUIO.

18. Cumkenne xonuentpaunn XC JITIBIT <40 mr/an (<1,03 MMoab/1) y MyK4HH 1 < 50 Mr/ 11
(< 1.29 MMOaB/1) v JKEHUINH.

19. JlanHble ABIeHNA 4acTO OTMeYa H Ha hOHE TaxMKapIHH, TOJTOBOKPY/KEHNS, OPTOCTAaTHYECKOH
THMOTEH3HH W/ COMYTCTBYIOLIE MAaTOIOrHH CepaeyHO-COCYMCTON MM JIbIXaTeabHOIl CH-
CTeM.

20. Ha ocHOBaHHH MOTEHUMATHHO KIMHHYECKH 3HAYMMBIX OTKJIOHEHHUH OT HOPMAJIBHOIO HCXOI-
HOTO YPOBHSI, OTMEUYEHHBIX BO BCeX KJIMHHYECKHX HccaenoBaHusax. M3menenns koHueHTpauun
obutero T4, ceobonnoro T4, obmiero T3, cBoboanoro T3 10 3Hauenunii < 80% o1

HIUKHEI TPaHILIBI HOPMBI (ITMOJTB/JT) TIPH H3MEpeHNH B Tr000e Bpems. M3MeHeHne KOHLeHTpaLu
TTI > 5 mMEx/a npu n3mepenun B 1r000€ BpeMsi.

21. Ha ocHOBaHMH MOBBIMIEHHOIT YaCTOThI BO3HHKHOBEHHS PBOTHI Y MOKHIIBIX MALHEHTOB (BO3-
pact > 65 ner).

22.B KPAaTKOCPOYHBIX KIHMHHYCCKHX HCCICA0OBAHUAX MOHOTEPANi KBETUANTNHOM Yy NNAUHEHTOB C
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KOIHYeCTBOM HeifiTpodu10B 10 Hayata Tepannu >1.5 x 10”7 /1 c1yyan HeifTponeHnu (KOIH4eCTBO
Heittpoduos <1.5 x 107 /1) otmeuens! y 1,9% naunentos B rpynne keeTnannua npotus 1.5% B
rpynne naauedo. CHirkenne komuyectsa Heifrpoduios >0.5, o < 1.0 x 10”7 /1 otmeuanocs ¢
gactoToii 0,2% B rpynne kBeTHannHa i nianedo. CHikeHne koinuecTsa Hefitpodnaos <0.5 x
10? /n x0Ts Gbl MpPH OJTHOKPATHOM ompeneneHnn oTmeueHo y 0.21% mauueHTOB B rpyrmne Kse-
THanuHa npotus 0% B rpynmne niauedo.

23. CHwKeHHe KOHIeHTPaLni reMor1001Ha < 13 r/11 v My®unH 1 <12 1/171 v JKeHIIHH, XOTS Obl
MpH 0JHOKPATHOM OTIpeaeseH oT™Meda10ch v 1 1% maineHToB Ha oHe npueMa KBeTHaniHa BO
BCeX KJIHHHYECKHX HCCISIOBAHMSX, BKIOYAS ITHTEIBHYIO Tepamito. B KpaTkocpouHsIX mia-
11€00-KOHTPOTMPYEMBIX 1ICCIETOBAHNAX CHIUKEHHE KOHLEHTpaumi reMoriodonHa < 13 r/any
MY/KYHH U <12 1/171 y JKeHIH, X0Ts Obl IPU OJHOKPATHOM OmNpeneseHnH, otMedanocs y 8,3%
MalLHMeHTOB B TPyMIe KBeTHAMNHA Mo CpaBHeHUo ¢ 6,2% B rpymnre niaunedo.

24. Ha ocHOBaHMH MOTEHUHNAIBHO KIHHUYECKH 3HAYMMbIX OTKIOHEHHIT OT HCXOAHO HOPMAIbHOTO
VPOBHS. OTMEYEHHBIX BO BCEX KIMHHYECKHX HcciIenoBaHusx. [ToBeleHne KOIHYecTBa 3031HO-
¢unos >1 x 10”/a npu m3mepennn B 11060€ BpeMs.

25. Ha ocHOBaHIH MOTEHUHATBHO KIMHHYECKH 3HAUHMBIX OTKJIOHEHHIT OT HCXOIHO HOPMAaTBHOTO
VPOBHSI, OTM@YEHHBIX BO BCeX KIMHHYECKHX ncciie10BaHmsX. CHIZKeHNe KOJMYeCTBa JeiKOLHUTOB
<3 x 10° /2 npu u3mepennu B moboe Bpems.

26. MoseT pa3BUTLCS B MOMEHT MJII BCKOpPE 10CI€ Havala Tepaniy U CONPOBOKAATHCA THITOTEH-
3ueit u/man oOMopokoM. HYacToTa ycTaHOB/IEHa HA OCHOBAHUH COOOIEHHIT O Pa3BUTHH
OpaTuKapanu U CBSI3aHHBIX HeKelaTeIbHbIX sIBIeHUIT BO BCeX KITHHHYECKHX HCCIe10BAHUAX KBe-
THAIMHHA.

27. Ha ocHOBaHNH OLEHKH 4acTOThI y MALMEHTOB, MTPHHHMABLIMX Y4acTHe BO BCeX KIIMHIUYECKHX
HCCITe10BaHMAX KBETHATIHA, Y KOTOPBIX OTMeuasnach Tsukenas Heiitponenus (<0,5 x 10%/1) B co-
4eTaHUN ¢ HHEKIISIMI.

28. Cwm. paszzex [Ipuvenenne npu 6epeMeHHOCTH H B MEPHOI FPYAHOI0 BCKAPMIHBAHHS.

Yanunenne natepBana QT, jkenya0oukoBas apuTMIs, BHe3anHas CMepTb, OCTAHOBKA cepaua u
JABYHANpaBIeHHast KeTyI04KOBas TAXHKAPIUA CYUTAFOTCS MOO0UHBIMH d(deKTaMu, NPUCYIHMH
HellpoenTHKaM.

Yactora DI1C B KpaTKOCPOUYHBIX KIMHHYECKHUX HCCI€IOBAHNAX Y B3POC/bIX MALUEHTOB C HIN30-
dpenueil ¥ MaHneill B CTPYKType OHIOIAPHOro paccTpoiicTBa Obliia CONOCTaBIMa B TPyINNe KBe-
THANKUHA U 11anebo (nameHTsl ¢ wnsodpenneii: 7.8% B rpynne ksetnanuHa u 8,0% B rpynne
niauebo; MaHun B CTPYKTYpe Ounonsproro paccrpoiictsa: |1,2% B rpynne xBetnanuza i 11,4%
B rpymnmne mianedo).

Yacrtora DIIC B KPAaTKOCPOYHBIX KIHHHYCCKHX HCCICAOBAHHMAX Y B3POCIbIX MNAUNEHTOB C
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Jenpeccueil B CTPYKTYpe OUIIOISPHOrO pacCTpoiicTBa B rpyImne KBeTnamiza coctasuna 8,9%, B
rpynne mraue6o - 3.8%. [pu 3tom yactora otaeabHeix cumnToMoB JIIC (TakuxX Kak akaTu3ns,
3KCTpanupaMiIHble PacCcTPOiCTBA, TPEMOp, THCKHHE3HS, AMCTOHMA, OECrOKOICTBO, HEMPOH3-
BOJIbHBIE COKPALUEHHUS MBIIIL, TICHXOMOTOPHOE BO30Y/KJAEHHe 1 MbllleYHas PHTHIHOCTB). Kak
Mpasi1o, Obliia HI3KOI1 1 He npeBbiniana 4% B KaK 1011 13 rpynn Tepaniu. B 101rocpoyHsIx Kin-
HHYECKHX HCCIeI0BaHNSIX KBeTHAMNHA MpH mwH30dpeHiy 1 OUNOIIPHOM PacCTPOICTBE Y B3pOC-
aeix naunenTos yactora DIIC GbLia conocTaBiMa B rpyNnax KBeTHAINIHA H 11a1edo.

Ha ¢done Tepanui KBeTHAMITHOM MOKeT OTMEYAThCA J10303aBHCHMOE CHIKEHIIE KOHLEHTPALIH
FOPMOHOB IIHTOBHIHON skee3bl. HacToTa MOTeHUHANIbHO KIIMHHYECKH 3HAUHMBIX M3MEHEHHIT
KOHIIEHTPALHH TOPMOHOB IIHTOBIIHOI JkeTe3bl B KPATKOCPOYHBIX KIMHHYECKIX HCCIe10BAHHAX
ans obwero T4 cocrasuna 3,4% B rpynmne kBetuanisa u 0,6% B rpynne niaunedo; 11s cBodoa-
noro T4 - 0.7% B rpynne ketuanuua npotus 0.1% B rpymnmne niauedo; s odmero T3 — 0.54%
B rpynne ksetuanuua npotus 0,0% B rpynmne niauedo; 111 ceodoanoro T3 - 0.2% B rpynne kse-
tianuna npotis 0,0% B rpynne niaauedo. M3menenne konuentpaunn TTT ormeueno ¢ wacToTon
3.2% B rpynne kBeTHanuHa u 2,7% B rpynne niauedo. B KpaTKOCPOUHBIX KIMHHYECKIX HICCIe-
JOBaHHSAX MOHOTEPAIIH 4YacTOTa MOTEHUHAIBHO KINHIYECKH 3HAYHMbIX H3MEHEHHI1 KOHLIeHTpa-
uun T3 u TTT cocrasuna 0.0% B rpynne kBetnamisa u mianedo: 11 T4 u TTT cocrasnna 0,1%
B rpynne kBetnanuaa npotus 0,0% B rpynmne miauedo. /laHHble H3MEHEHHs, KaK NPaBUiIo, HE
CBSI3aHBI C KJIMHHYECKH BBIPAKEHHBIM THIIOTHPEO30M. MaKkcHMaIbHOe CHIKeHe 00LIero u cBo-
6oaHoro T4 3aperncTpupoBaHo Ha 6-0ii Helele Tepamiy KBeTHAMMHOM, 0e3 JaTpHellero CHu-
KEHHUS KOHIIEHTPALHH TOPMOHOB MPH JUTHTEIbHOM J1edeHun. [IpakTiyeckn BO BCeX C1yyasx KOH-
HeHTpauus oduiero u cBodoaHoro T4 Bo3Bpallanack K HCXOIHOMY YPOBHIO NOC/IE NPEKPALIeHHs
Tepaniy KBeTHAMMHOM. HE3aBHUCIIMO OT JTHTETbHOCTH JeueHns. KoHLueHTpaus THPOKCHHCBS3bI-

saroero rodymiHa (TCT) npn n3mepennn y 8 nmauneHToB 0CTaBajlach HEM3MEHHOM.

Ilepeno3npoBka

Coo01manock o JeTaTbHOM HCXO0ae NMpH npHemMe 13,6 r KBeTHanuHa y NanieHTa, y4acTBOBABILETO
B KJMHHYECKOM HCCIEIOBAHIHM, a TAKKE O JIETATbHOM HCXOJ€e Mocie npueMa 6 r KBeTHanuHa

B MTOCTPErHCTPALIHOHHOM reproae. B To ke Bpems, onmcaH ciaydall npueMa KBeTHaNnHa B 103¢,

npebiaromeii 30 . 6e3 J1eTanbHOro NCXoaa.

Wmerotcs coobiieH st 0 KpaiiHe peakHX CIydasx Mepero3npoBKM KBETHAMIHA, MPHBOIMBLINX K

yBemnyennto QTc nHTepBaia, cMePTH UIH KOME.

VY NMaumeHToB ¢ TSHKETBIMH CepAeUHO-COCYANCThIME 3a00/1eBaHUAMH B aHAMHE3€ PHCK Pa3sBUTHA

no6ouHbIX 3G ¢eKToB Npu nepero3npoBKe MOKET yBeanyuBathes (cM. pasien Ocolble ykasa-

HHSA).
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CHMNTOMBI, OTMEYEHHbIE TPH Nepea03HUPOBKE, B OCHOBHOM, ObLIH C/I€ACTBHEM YCHIEHNS H3BECT-
HbIX (papmakogornyeckux 3QdeKkToB npenapara, TakiX Kak COHJIMBOCTb H CeIaLUs, TaXHKapaIus,
CHIKeHHe apTepuanbHoro nasiaenus (AJl) u u anTnxoauHeprudeckue 3phexTsl.

Jeyenue

Crewndiyeckiix aHTHAOTOB K KBETHAMUHY HeT. B ciayuasx Ts/Kenoil MHTOKCHKAUHMH CleayeT
NOMHHTB O BO3MOKHOCTH Tepea03MPOBKH HECKOIBKIMH JIeKapCTBEHHBIMH MpenapaTamil.
PeKkoMeH1yeTcsi IPOBOINTE MEPONPHATIIS, HANMPaBISHHbIE HA MOAdep/kaHie QYHKIMI JbIXaHHS
H CepAEeYHO-COCYANCTOM CHCTEMBI, 00eCTIeueH e a1eKBATHOI OKCHTeHaunn 1 BeHTuaumn. Omyo-
JIHKOBaHbI COOOLIEHHS O Pa3pelleHnH TSKeIbIX HeKeTaTedbHbIX 3HEeKTOB CO CTOPOHBI LIEH-
TpaibHOil HepBHOIT cucteMmbl (L[HC), B ToM uncie KOMbI, AeIHpHs 1 SIBHOIO aHTHXOJMHEpruye-
CKOTO CHHIPOMA, TOCIe BHYTPHBEHHOTO BBeAeHHs (HU30CTHIMITHA (B 103€e 1-2 M) moa mocTosH-
HbIM KOHTpoaem DK .

B cyuae Bo3HMKHOBeHMs pedpakTepHOil THIOTEH3HH NP Nepe103HPOBKe KBETHAIIHA JIeYeHHe
cleayeT OCYLIeCTBIATH MyTeM BHYTPHBEHHOIO BBEIEHHS AKHIKOCTH /I CHMIATOMHMETHYE-
CKMX TpenapaTos (He ClieayeT Ha3HauaTh dnuHeGpruH 1 10pamMiH, MOCKOIBKY CTHMYIsSus 3-al-
PEHOPELENTOPOB MOKET BbI3BATh YCIHISHHE MHIOTeH3HH Ha (oHe 0.10KaIbl a-a1peHOPeLenTopoB
KBETHAIHOM ).

[TpomeiBanHue sxeTyaka (mocie HHTYOALH, eciu nauneHT 0e3 CO3HaHNA) 1 MPHMeHEeHHe aKTHBH-
POBAHHOTO YT.Is I CJIA0MTEIBHBIX CPEICTB MOKET CIOCOOCTBOBAThH BhIBEAEHHIO HEa0COpOHPOBaAH-
HOTO KBETHAMNHA, 0HAKO 3(pEeKTHBHOCTD ITHX Mep He H3ydeHa.

[TpucranpHOe MeAHUHHCKOE HAOIK0IeHIIe TOMKHO TPOAOIKATECA A0 YIYULIEHHs COCTOSHIA Na-

[HI1EHTA.

B3aumoaeiicTBHE ¢ APYTHMH J1eKapPCTBEHHBIMH CPe1CTBAMH

Caenyer co01101aTh OCTOPOKHOCTH NMPH KOMOMHHPOBAHHOM NPUMEHEHHH KBeTHAnnHa ¢ apy-
rHMH npenapatamu, Bosaeiictyromumu Ha LIHC, a Takike ¢ aa1koronem.

Caenyet co0m01aTh OCTOPOKHOCTH IPH COBMECTHOM NMPHMEHEHUH KBETHAIHHA C IPYTUMH Mpe-
mapataMi, 00NaarUINMI AHTHXOIHHEPTHYECKHMI (MYCKapHHOMOA00HBIMH) dpdeKTami (cM.
pazaer Ocobbie YKa3aHust).

Nsopepment wiroxpoma P450 (CYP) 3A4 saBiaseTcs 0OCHOBHBIM H30(epMEHTOM, OTBEUAFOILIM 32
MeTaboIM3M KBETHANHHA. OCYIIECTBISIOLIIICS uepe3 cuctemy unroxpoma P450. V 310poseix
100pOBOIBLIEB COBMECTHOE MPHMEHEHHe KBeTHaNnHa (B 103e 25 Mr) ¢ KeTOKOHAa30J10M, HHIHOH-
topom nzodepmerta CYP3A4, npnBoaHIO K YBETHUEHNIO TUIOMIAAN MOA KPHBOIH «KOHLEHTPa-
nus-spems» (AUC) kBeTnanuua B 5-8 pas.

[To3TOMY COBMECTHOE MpHMEHeHHe KBeTHanuHa i narndouropos uzodepmenta CYP3A4 npotn-

BOMOKa3aHo. Takike He PEKOMECHAOBAHO MNPUHHMATh KBETHAIIIMH BMECTE C rpeﬁn(bpyTOBmM COKOM.
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B dapmMakoknHeTHYECKOM 1CCIe10BAHIII ¢ MHOTOKPAaTHBIM MTPHEMOM KBETHAIHHA 10 NI OIHO-
BPEMEHHO C MpHeMOM KapOamaseniHa MpHBOIIIIO K 3HaUHTeIbHOMY MOBBILIEHHI) KIHPEHCa KBe-
THAnuHa H, cooTBeTcTBeHHO, yMeHblento AUC, B cpexnem, Ha 13%, Mo cpaBHEHHIO C IPHEMOM
KBeTHamiHa 0e3 kapbaMasennHa. Y HekoTopbix nauuenTos cHikenne AUC 6b110 eme 5o:1ee BbI-
paxeHHbIM. Takoe B3anMoIeiicTBIEe COMPOBOKIACTCA CHIKEHHEM KOHLEHTPaUul KBeTHANNHA B
nia3Me U MOKeT CHIKATh 3Q(eKTHBHOCTD Tepamniii KBeTHATHHOM.
CoBMeCTHOE TpIMeHeHNe KBeTHannHa ¢ (PeHHUTOIHOM, APYTHM HHIYKTOPOM MHKPOCOMAaJbHBIX
depMEHTOB neveHH, CONPOBOKIATOCH elile Gosee BbIpaKeHHbIM (prMepHO Ha 450%) moBbiie-
HHEM KJIHpeHCa KBeTHAaIHHa.
[TpumMeHeHIIe KBETHANNHA NALITEHTAMH, MOIYYAOLIITMI HHIYKTOPEI MUKPOCOMATBHBIX (pepMeH-
TOB T€Y€HH, BO3MOJKHO JIHIIb B TOM CIydae, eClIH 0/KiaaeMas 1oib3a OT Tepaniy KBeTHATTHHOM
MPEeBOCXOIIT PUCK, CBA3aHHBIN ¢ OTMEHOIT mpernapara-HHIyKTopa MHKPOCOMATbHBIX ()ePMEHTOB
neyeHu.
M3MeHeHHe 10361 PENapaToB-IHIYKTOPOB MUKPOCOMATBHBIX ()epPMEHTOB MeYeHH J0T/KHO ObITh
nocrerneHHbM. [Ipn HEOOXOIMMOCTH. BO3MOKHO HX 3aMelleHHe npenaparaMi, He HHAYLHPYIO-
MIMMH  MHKPOCOMaJbHbIE (hepMEHTHI MeueHH (HanpuMep, IpenapaTaMil BalblIpoeBOil KUCIO0THI ).
dapMakoKIHETHKA KBeTHAIMIHA CYIIECTBEHHO He H3MeHsIach MPH OIHOBPEMEHHOM INPHUMEHEHNH
aHTuaenpeccanTa nmunpamitaa (narudurop nsopepmenta CYP2D6) nnu payokcernna (MHrndu-
top uzodpepmentoB CYP3A4 u CYP2D6).
dapMakOKINHETHKA KBeTHAMIHA CYILIEeCTBEHHO He H3MEHSEeTCs MPH OHOBPEMEHHOM MPHMEHEHHH
C AQHTHICHXOTHYECKIMH JIeKaPCTBEHHBIMH CPEICTBAMM PHCHEPHIAOHOM MM TaJonepHI0IOM.
OxHako 0JHOBpPEMEHHBII MPHeM KBeTHAMHHA 1 THOPHIA3HHA MPHBOANT K MOBBIIEHUIO KIH-
peHca KBeTHanuHa npiMepHo Ha 70%.
dapmMaKOKHHETHKA KBETHAMTHHA CYIIeCTBEHHO He H3MeHsIeTCs NPH OJAHOBPEMEHHOM NPHMEHEHHH
OIMETHIITHA.
[Tpn oaHOKpaTHOM mpHemMe 2 Mr jopa3enaMa Ha GoHe nprema kBeTHanuHa B 103e 250 Mr 2 pasa
B CYTKH KJTHPEHC Jiopa3enama CHikaeTcs npiumMepHo Ha 20%.
dapmakOKHHETIIKA MPENapaToB JUTHs HE H3MEHSeTCs MPHOIHOBPEMEHHOM TNPHMEHEHHH KBe-
tanuHa. He oTMeueHO KIMHHYECKH 3HAYMMBIX H3MEeHeHHil (apMakOKHHETHKH BajlbIIPOEBOI
KHCJIOTHI M KBETHAMMHA MPH COBMECTHOM MPHMEHEHHH BaJblIpoaTa CeMUHATPHsA U KBETHAINMHA.
dapmakOKMHETHUECKHEe HCCIe0BaHNs N0 H3YYeHHIO B3aUMOJeiiCTBHS KBETHANNHA C npenapa-
TaMH, MPHMEHIEMBIMH TIPH CEPAeYHO-COCYIHCTHIX 3a001€BaHUAX, HE NPOBOINIHCE.
Creayer cobm0aaTh OCTOPOKHOCTE MPH KOMOMHHPOBAHHOM MPHMEHEHHH KBETHAMNHA M Ipena-
paTtoB, COCOOHBIX BBI3BATh HAPYIIEHHE JIEKTPOTUTHOrO OanaHca u yauniHeHne narepsana QTc.
KBeTtnanuH He BBI3BIBAI HHIYKIHMH MUKPOCOMAJIbHBIX (bepMeHTOB NEYCHH, YHaCTBYIOLIHX B ME-

tadonm3me GeHa30Ha.
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V naupeHTOB. MPHHHUMABLINX KBETHAMHH, ObLIII OTMEUEHBI J0KHOMOI0KHTEIbHBIE PE3YIbTATHI
CKPHHHHI-TECTOB HA BBISBJICHHE META10HA H TPHLHKINYECKIX aHTHAENPECCAHTOB METOI0M HM-
MyHO(pEPMEHTHOTO aHaTi3a. /1 moaTBepsKIAeHHs Pe3y1bTaTOB CKPHHIHIA PEKOMEHIYeTC s Mpo-

BeIeHHe XpoMaTorpaduueckoro Hecie10BaHus.

Oco0bie yra3anns

Memu u noopocmru (6 eospacme om 10 0o 17 ;1em)

KseTnamuH He nokasaH 171 MpHMeHeHHs Y JeTeil U MOJAPOCTKOB B Bo3pacTe 10 18 1eT B CBA3M ¢
HEJ0CTATOYHOCTBIO JAHHBIX MO MPHMEHEHHUIO B 3TOH Bo3pacTHoil rpynne. [lo pesynbraTam K-
HHYECKHX HCCIeJ10BaHHIl KBETHAIMHA HEKOTOPBIe modouHble 3G deKThl (MOBbILIeHHe anneTHTa,
MOBBILIEHIE KOHIIEHTPALMH NPOJIaKTIHA B CBIBOPOTKE KPOBI, PBOTA, HACMOPK H OOMOPOKI) y 1e-
Tell M MOAPOCTKOB HadM0IaIN ¢ GosbLIell YacTOTOMH, YeM y B3pociablx nauneHTos. HexoTtopeie
no6ounbie 3dhdextst (IIIC) y neteil 1 MOAPOCTKOB MOIYT HMETh Pa3Hble MOCIEACTBUSA MO CPaB-
HEHHIO CO B3POCIBIMI MalpeHTaMi. Takke oTMedeHO nosbiueHne AJl, He Habmoaasiueecs y
B3POC/IBIX MALNEHTOB. Y aeTell I MOAPOCTKOB TaK/Ke HaOII0am H3MeHeH e (DyHKIMH IHTOBH -
HOI1 JKee3bl.

BansHue Ha pOCT, MOJIOBOE CO3peBaHNe, VMCTBEHHOE Pa3BUTHE H MOBEIEHYECKIE PEaKii MpH
ITHTETBHOM NpuMeHeHnH (0oee 26 Heelb) KBeTHANNHA He H3Y4alo0Ch.

B n1a1e60-KOHTPOIMPYEMbIX HCCIET0BAHNAX V AeTell I MOIPOCTKOB C 30 peHneii 1 MaHuel
B CTPYKType OHMOJSIPHOTO paccTpoiicTBa yactoTta passutus JIC Obl1a BBILIE MPH NPHMEHEHHN

KBETHATIHA 110 CPaBHEHHIO C M1auedo.

Cyuyuo/cyunuoaipHple Myl wil K1UHUYECKOe yXyoutenue

Jlenpeccus npyu OGHIOASPHOM PacCTPOICTBE CBSI3aHa C MOBBILIEHHBIM PHCKOM BO3HHKHOBEHHS CY-
MIHMIATbHBIX MBICTIEl, CAMOTIOBPEKIEHHs U CyHumaa (coObITHil, CBA3aHHBIX ¢ cyuumaoMm). [lan-
HBIIT PHCK COXPAHSETCS 10 MOMEHTA HACTYILIeHHs BhIPAKEeHHOIT peMuccu. Beuay toro, uro 10
VIy4LIeHHsT COCTOSHHUS MalueHTa ¢ Hayvajga JIeYeHHS MOKeT IPOITH HEeCKOJbKO Heldellb I
00JIblIIe, MAHEeHTH! 0 KHBI HAXOAHTBCSA N0 TPHCTATBHBIM MEINIMHCKUM HaOII0JeHHeM 10
HACTYIJIEHHS YIYULIeHHS.

[To naHHBIM OOIIENPUHATOTO KIHHHYECKOTO OTbITA, PHCK CYMLIM1a MOKET NOBBICHTBLCSA HA PAHHHX
cTaansax HactyniaeHus pemuccun. Craeayer npeaynpekiaTh NaleHTOB (0COOEHHO OTHOCAIIXCS
K TPYIINe MOBBIIIEHHOTO PHCKA CYHLIA) M UX NonednTeseil o HeoOX0aMMOCTH KOHTPOIA KIHHH-
Y4eCKOro yXyAIeHHs, CYULHIATBHOTO MOBEAeHHS WIH MbIc/Ieli, HEOOBIYHOTO H3MEHEHN B N0Be-
JE€HHH 1 HeoOXOINMMOCTH HEMEIJIEHHO 00paTUThCS K Bpauy B CIy4ae UX MOABIECHHS.

[To naHHBIM KIMHUYECKHX HCCIe0BaHNIT Y MAUMEHTOB C AernpeccHeil mpu OHNoIspHOM paccTpoil-
CTBE PHCK Pa3sBUTUsA COOBITHIL, CBA3AHHBIX C CyHIaoM, coctaBua 3,0% (7/233) ais kBeTHanuHa

u 0% (0/120) aa nnane6o y naumentos B Bo3pacte 18-24 roxa: 1,8% (19/1616) ang kBeTnanuxa
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1 1,8% (11/622) ans nnauedo 115 nauneHToB cTapuie 25 JeT.

Jpyrue ncuxuyeckne pacCTpoiicTra, A4 Tepanii KOTOPbIX HA3HAUAeTCS KBeTHAMMH, TAK/KE CBA-
3aHbI C MOBBILIEHHBIM PHCKOM COOBITHIL, CBA3aHHBIX ¢ CyHL1oM. Kpome Toro, Takne CoCTOsSHHA
MOTYT ObITh KOMOPOUIHBIMH C A€NPECCHBHBIM 3MH3010M. TakuMm 00pa3om, Mephl PeaI0CTOPOK-
HOCTH, TPHMEHsieMble TPH Teparniy MalHeHTOB C JeNMPecCHBHBIM 3MH3010M, AO/KHBI MPHHH-
MaThbCs I TIPH JTeYeH I MALHeHTOB C APYTHMH ICHXHYeCKIMHU paccTpoiicTBamit. [Ipu pe3kom npe-
KpalleH ! TePanini KBeTHATTHHOM CJieayeT MPHHHMATh BO BHIMAaHHeE TOTeHIHAIbHbII PHCK pas-
BUTHS COOBITHII, CBS3aHHBIX C CYMLIHIOM.

[TauneHTsI ¢ CYHUNAATBHBIMI COOBITHSAMH B aHAMHE3€, @ TaK/Ke NAllMeHThl, OTUETINBO BbICKA3bl-
BAaIOLIIe CYHLHIAIbHbIE MBICTH Mepex HayajJoOM Tepanuu, OTHOCATCA K TPYIE MOBBILIEHHOTO
pHCKa CYMIIIadbHbIX HaMEPeHHH H CYMUNIAIbHBIX MOMBITOK M AO0TKHBI TLIATEIbHO HA0IIO-
1aTbes B pouecce nedenus. [Iposenennsiii FDA (A aMuHncTpauneil 0o NUILeBbIM IPOIYKTaM 1
aexapcTBeHHbIM cpeacTtaM, CHIA) metaanaans nmianebo-KOHTPOIHPYEMbIX HCCIEI0BAHMH aH-
TiAenpeccanToB, obolwarountii aauHeie npuMepHo 4400 aeteit  noapocTkos 1 7700 B3pocasIX
MALMeHTOB C MCHXHYECKHMH PAacCTPOICTBAMI, BBISBIT MOBBILIEHHbI PUCK CYHLIHIAIBHOTO MO-
BeJeHNs Ha (hOHe aHTHIENPECCaHTOB M0 CPABHEHHIO C M1aiedo y aeTeil, NoIpOCTKOB U B3POCIbIX
NauHeHToB B Bo3pacTe 10 25 net. JlaHHbIH MeTaaHa 3 He BKJIIOYAeT HCCAeI0BaHNs, IAe HCI0Ib-
30BaJICSl KBETHAMUH (CM. pa3zien DapMakoOUHAMUKA).

[To maHHBIM KPAaTKOCPOYHBIX T1aLe00-KOHTPOIHPYEMBIX HCCIeI0BAHHIl 10 BCEM MOKA3aHUAM H
BO BCE€X BO3PACTHBIX FPYMIAaxX 4acToTa COOBITHIIL. CBA3aHHBIX C CyHUHIOM, coctaBmia 0,.8% kak
1715 kBeTuanuHa (76/9327), Tak u ans niaauebo (37/4845).

B 3THX nccea0BaHMAX vV NALMEHTOB ¢ mi3odpeHneii pUCK pa3BUTHA COOBITHII, CBS3aHHBIX C CY-
nnaoM, cocraBit 1.4% (3/212) nns ketnanisa u 1,6% (1/62) 1ns niauedo v nalMeHToB B BO3-
pacte 18-24 roaa: 0.8% (13/1663) nns xeetnanuna u 1,1% (5/463) ans naauedo y mamieHToB
crapue 25 met; 1.4% (2/147) nns kBetnanuua u 1,.3% (1/75) a1 nnanebo y namneHToB B BO3pacTe
1o 18 ner.

V nauueHTOB ¢ MaHHel Npu OUMOIAPHOM pacCTPOICTBE PUCK Pa3BUTHA COOBITHI, CBS3aHHBIX C
cyuunaom, coctasit 0% (0/60) nas keernanuna u 0% (0/58) ansa niaauebo y mameHToB B BO3-
pacte 18-24 roxa; 1,2% (6/496) ans ksetuanunra u 1,2% (6/503) 1na miauedo y mauneHTOB
crapuue 25 net; 1,0% (2/193) ans ksernanuxa u 0% (0/90) ans nnane6o y nmamieHToB B BO3pacTe

1o 18 ner.

Contueocmo

Bo BpPEMs Te€panni KBETHATHHOM MOZKET OTMEYaTbCs COHJIMBOCTE H CBA3aHHBIC C Hel CHMIITOMBI,
Hanpumep, cenauus (cm. pazaen [loGounoe aeiicTBue). B knHIYeCKHX HCCIe10BaHHX C yya-
CTHEM TALHEHTOB C JAenpeccHell B CTPYKTYpe OUIMOIsSpHOro PpaccTpoicTBa, COHIMBOCTD, KaK Mpa-

BMJIO, Pa3BHBAJIACh B TEUEHHE IMEPBBIX TPeX AHEH Tepamuu. BhIpakeHHOCTh 3TOro MoOOYHOTO
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>(dexTa, B OCHOBHOM, ObliIa HE3HAUNTEIBHOIT 111 yMepeHHoil. [Ip1 pasBuTHI BBIPaKeHHOH COH-
JAMBOCTH NALMEHTaM C Jenpeccueil B CTPYKType OHMOIIPHOTO PaccTpoiicTBa MOryT nmotpedo-
BaThCs 0OJIee YacThle BH3HTHI K Bpauy B TeyeHHe 2 Heleldb C MOMEHTA BO3SHMKHOBEHHs COHINBO-
CTH MM 10 YMEHBILIEHHs BBIPA)KEHHOCTH CHMITOMOB. B HEKOTOpBIX Cayuasx MOKeT noTpedo-

BATHCs NPEKPALLICHHE TePpAniik KBETHAMITHOM.

Hauuenmsi ¢ cepoeuHo-cocyOuCmpIMu 3a00.1€6AHUAMU

CaeayeT co0m0aaTh OCTOPOKHOCTD NPH Ha3HAYEHHH KBETHAMMHA NMAUMEHTaM C CepIeYyHO0-COCy-
JMCTBIMHU 1 11epeOpoBacKy ISIPHBIMI 3a001€BaHNAMH, H APYTHMHCOCTOAHUSAMH, Tpeapacnoiara-
MM K THOTeH3un. Ha ¢one Tepaniy KBeTHANMMHOM MOKET BO3SHHKATh OPTOCTaTHYECKAs TH-
NOTEH3HsA, 0COOEHHO BO BpeMs THTPOBAHNUS 103kl B Hauasne Tepanuu. OprocraTiyeckas THNOTEH-
3Us 1 CBA33@HHOE C Heil FOJI0BOKPY/KEHIE MOTYT MOBBIIATH PHCK CAYYANHHOIN TpaBMbl (MaaeHus),
0CcO0eHHO y MaLUNeHTOB MOKIIOro Bo3pacta. [lannenram cieayer co0ar01aTek OCTOPOKHOCTD 10
TeX TI0p. OKa OHM He a1aNTHPYIOTCS K JaHHBIM MMOTeHUNATIbHbIM odouHbIM 3ddexTam. [Ipu Bo3-
HUKHOBEHHI OPTOCTATHYECKOH THIIOTEH3HH MOKeT moTpedoBaThCs CHIKEHHE 103bl nin 0oiee

MEIJICHHOEC €€ TUTPOBAHIIC.

Cunopom anno’ 6o cue

V nauneHToB, MPUHIIMABIINX KBETHAMMH, ObLT OTMEYeH CHHIPOM arHod Bo cHe. Crenyet codmro-
J1aTh OCTOPOKHOCTB MPH Ha3HAYEHNH KBETHANKMHA MAaLHeHTaM, [I0JIyYaroLuM NpenapaTsl, OKas3bl-
Baroune yraerarouee aeiictaue Ha [LITHC, a takke nauueHtam ¢ GakTopamMu pHCKa armHO3 BO CHE

(HampimMep. n30BITOYHAS Macca Tesla/OKHpPeHne, MyJKCKOH TI0J1) IIIH C allHO3 BO CHE B aHAMHe3e.

Cyooposcuvie npunaoxu

He BbISIBIEHO pa3anuuii B 4acTOTe Pa3BUTHA CyJIOPOT y MALHEHTOB, MPUHMMABLINX KBETHANNH
nn mianedo. OJHAKO, Kak M NMPH Tepanuu JAPYTHMH aHTHNCHXOTHUYECKHMH JI€KapCTBEHHBIMH
CpeacTBaMH, PeKOMEHIyeTCs COOIK1aTh OCTOPOKHOCTh MPH JSUE€HHH NAlHeHTOB ¢ HATHYHEM

CYI0PO’KHBIX MPHCTYIOB B aHaMHe3e (cM. pa3aen [TobouHoe aeficTeHe).

IrkcmpanupamMuoHple cuMnmoMyl

OtmeueHo yBediryeHue 4acToThl Bo3HIKHOBeHHs DI1C y nauneHToB ¢ aenpeccueil B CTPYKType
OMMOJSIPHOTO PAcCTPOICTBA MpH MpHEME KBETHANNHA IO MOBOAY AEMPEeCCHBHBIX 3MN3010B MO
cpaBHeHHto ¢ manebo (M. paszaen [lodounoe aefcTBHE).

Ha ¢oHe mpremMa KBeTHANMHa MOKET BO3HHKATh aKaTH3Hs, KOTOPAs XapaKTepH3yeTCsl HeNpHAT-
HBIM 4YBCTBOM JBUTATEILHOTO  OECMOKOWCTBA H NMOTPeOHOCTBIO ABHTAThCS, M MPOSBIAETCS
HECIOCOOHOCTBIO MALHEHTa CHIEeTh WIH CTOSTh Oe3 ABrskeHHs. [Ipi BO3HIKHOBEHHH MOI00HBIX

CHMIITOMOB HE CJICAYET YBCIHYNBATL J03Y KBETHAIIIHA.

Io30uas ouckunesusn

B ciyyae pa3BuTHS CHMOTOMOB MO371HEH TMCKIMHE3MH PEKOMEHIYeTCs CHH3UTh 103y Ipenapara
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ITH TIOCTETIEHHO ero OTMeHHTh (cM. pa3aen [lobounoe aefictere). CHMNTOMBI MO31HEN ANCKH-

HE3HH MOI'VT YCHIMBATBHCS HJIHM AaKe BO3HHKATh IMOC/IE NPEeKPALICHIA TPHeMa npenapara.

310KAYecmeeH bl H Helpo.1enmu4ecKuil CHHOPOM

Ha ¢one mpreMa aHTHNCHXOTHYECKHX MPENapaTtoB, B TOM YMCIe, KBETHANIHA, MOKET pa3BH-
Batbesa 3HC (cm. paszen [oGounoe aeiicTBue). KimHueckiie nposBIeHs CHHIPOMA BKIKOUYAKOT
B ce0s rumepTepMui0, H3MEeHEHHbIH MEHTAIbHbII CTATYC, MBIIIEYHYI0 PUTHIHOCTD, Ja0HIBHOCTD
BEreTaTHBHOII HEPBHOI CIICTEMBI, YBETHYEHIE aKTHBHOCTH KpeaTnHocdoknHasbl. B Takux cay-

yasgx HeoOX0IMMO OTMEHHTh KBETHATIHH U NPOBECTH COOTBETCTBYIOLIECE JICUCHIIE.

Tancenas Heumponenus u a2pany10uumo3

B KpaTKOCpOUHBIX M1a1e00-KOHTPOIHPYEMbIX KIHHHYECKHX HCCIeI0BAHNAX MOHOTEpanun Kse-
THAMIHOM HEYacTO OTMEUAINCh CIy4au TsKea0l HedTponeHun (KommuecTBo HelTpoditos <0.5
x 10°/1) 6e3 nndexumi. Coobuanock 0 pa3sBUTHH arpaHyJoLNTO3a (TAKeI0i1 HelITpOneHH, ac-
counnpoBasieiics ¢ HHGEKLUHsIMI) v NAaeHTOB. NOAYYaBLUINX KBETHANNH B pPaMKaxX KIMHHUe-
CKHX HCCIeI10BaHMH (PelKo), a TaKkKe B TOCTPErHCTPALIOHHOM NepHoae (B TOM 4iice, C 1eTalb-
HBIM 1ICX0,10M ). BOJTBIIMHCTBO 3THX CIyuaeB TsuKeToil HelITponeHH BO3HHKAI0 Yepe3 HeCKOIbKO
MeCsIIeB MOCIe Havaa Tepaniy KBetnaniHoM. He 61710 BbLABIEHO 10303aBHCHMOTO b dexTa.
JlelikoneHHs W/NAM HEHTPONEHNS pa3pellanach Mocjie MPeKpallieHys TePannu KBEeTHAITHHOM.
BosmoskHbIM (haKTOpPOM pHCKa 1711 BO3HUKHOBEHMs HEHTPONEHHH sBISeTCs NMpeallecTBYIoLee
MOHIKEHHOE KOTMYECTBO JeIIKOLHTOB U CAyYal JIeKapCTBeHHO WHAYLHPOBAaHHOI HENTpOneHHn
B aHaMHe3se.

Pa3BuTie arpaHy;10UHTO3a OTMEYAIH H Y NauneHToB o0e3 dpaktopos pucka. Heodxoanmo yuuTsl-
BaTh BO3MOJKHOCTB Pa3BHTHsI HENTPONEHHH Y MAIIeHTOB ¢ HHbeKuneil, o0co0eHHO B ci1yyae OT-
CVTCTBHSI OYEBHIHBIX MPeIpacoararonx (akTopoB, WIH Yy MALHEHTOB ¢ HEOOBACHUMOIT THX0-
PaaKoil; TaHHBIE CTyYan 10.7KHBI BECTHCh B COOTBETCTBHH C KIMHHYECKMMI PEKOMEHaLHAMU.
V naumeHToB ¢ KoanuecTsoM Heiitpodiios <1,0 x 10/ npuem kseTHanuHa ce1yeT NpeKpaTHTh.
[Maunenta HeOOXOAMMO HAOIIOIATH A1 BBISBIEHHS BO3MOKHBIX CHMITOMOB HH(EKUHH 1 KOH-

TPOIHPOBATH YPOBEHb HEHTPOPILTOB (10 npesbiuenns yposus 1.5 x 107 /1).

Tunepenuxemus
Ha ¢one npnéma kBeTHanmHa BO3MOKHO pa3BHTIE THIEPIINKeMIH IIH 000CTPEHHs CaXapHOTO
anadeta (B psize cy4aeB - ¢ pa3BUTHEM KeTOal103a WIH KOMBI, B TOM 4HCJIe, C JeTaJIbHbIM HC-
X0IOM), V MALIMeHTOB C caxapHbIM anabeTom B aHamHe3e. PexoMeHayeTcs HaOII01eHHe 3a Malu-
€HTaMH, NOJTYy4YaromMI KBETHANIUH 1 APYrue HGﬁpOJeﬂTI’IKH, 715 BBIABJICHHWA BO3MOKHBIX CHMII-
TOMOB THHEPIIHKEMHUHN, TaAKHX KaK NOJNYpHS (yBemmeHne KOJm4yecTna BI:IZIe:I}IeMOﬁ MOLIH),
TOTMANIICHST (MATOTOrMYECKH YCHIeHHas Jkak/aa), nomudariis (MOBBIIIeHHBIH anneTHT) U clia-
0octe. Taxke pekoMeHIyeTCs HaOM01eHUE 3a NMAIeHTaM| ¢ CaXapHbBIM THA0eTOM U NMalHeHTaMHI

C d)amopamn pHuCKa pasBUTHA CaXxapHOro ;[uaGeTa 11 BBIABJICHHA BO3MOJKHOIO YXYIALICHHA
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KOHTpOIs rkemun (cM. pasaen IoGounoe aeiicTBue). Crieayver pery;IsapHO KOHTPOIHPOBAThH

Maccy Terna.

Codepcanne aunuooe
Ha ¢done nprnema kBeTnanisa Bo3MosxHO nopbimenne koHuentpauun T, XC u JIITHII a taxxe

camxenne konuentpawy JINIBIT (em. paznen IoGouHoe aeficTBHe).

Memaboanuueckue napyuienus
VBeauueHne MacChl Te1a, MOBbILIeHHe KOHLUEHTPALIH IIIOKO3bI H JIHITHI0B B KPOBH Y HEKOTOPBIX
MalieHTOB MOTYT MPUBECTH K YXYIIEHHK MeTabomiyeckoro npodums, urto TpedyeT cooTBeT-

CTBYIOILIEr0 HaOTIOIeHNS.

Yoaunenue unmepeaia QT

He BbIsSIBIIEHO B3aHMOCBS3H MeJKIy MPHEMOM KBeTHAMHHA H CTONHKIM MOBbILIeHIIeM a0COTIOTHOI
Bernunuel uHTepBata QT. Oxnako yamnHenne nHtepsana QT ormeuanocs npu nepeio3npoBke
npemnapara (cy. paszaen Ilepexo3nposka). Cnexyer co6:1r01aTh OCTOPOKHOCTD MPH HA3HAYEHHH
KBeTHAaIIHa, Kak o APYTHX aHTHUIICHXOTHYECKHX MPenaparoB, MalieHTaM ¢ CepaedyHo-
COCYINCTBIMH 3a00eBaHMAMHI U paHee oTMeyaBminMcs yautnHeHneM nHrtepsana QT. Taxxke
HeoOX0IHMO cO0.110.1aTh OCTOPOKHOCTD IMPH HA3HAYeHHH KBETHAMNHA OTHOBPEMEHHO C rpenapa-
Tami., yuiHHSomKUMHA uHTepBat QTc. apyriMu HefipoaenTHkamu, OCOOEHHO Y L MOKHIOro
BO3pACTa, y MAaUHEeHTOB C CHHIPOMOM BPOKIEHHOTO vAanHeHHs uHTepana QT. xponuueckoil
CepIevyHON HeI0CTAaTOYHOCThIO, runeprpodueil MHOKapaa, THIOKaTHeMHel HIH THIoOMarHue-

Mueil (cMm. pa3aern BzanmoaeficTBie ¢ APYruMH JIeKAPCTBEHHBIMH CPeACTBAMH ).

Kap()uo.mmnamuﬂ u .Mll()l\‘llpf)lllll

B xo1e KIMHHYeCKHX HCCIeI0BaHMI U B IMOCTPETHCTPALIMOHHOM NEPpHoaec OBLTH OTMEUYEHBI CiIy-
qaM pasBUTHA KapANOMHONATHH U MHOKapANTa, OAHAKO NMPHYNHHAS CBA3b C IPHEMOM Ipenaparta
HE YCTAHOB.ICHA. C:Ie;IyeT OLCHHTb ue:lecoo6pa3Hocrb Tepanuu KBETUANHOM y MaliueHTOB C 110~

JO3PCHHEM Ha KapaAuOMHONATHIO HJIM MHOKapanT.

Taocenvie Koxcrble Hedce1ameapHble peaKyunu

[Ipu nprMeHeHUN KBeTHAMIHA COOOLIATOCh O Pa3BUTHH TSAKEIbIX KO/KHBIX HEKeIaTeNbHbIX Pe-
akiii, Brmouas ciuaapomM CTiBenca-/KoOHCOHA, TOKCHYECKHIT 3N IepMaTbHbIll HEKPOIH3 U Je-
KapCTBEHHYIO PeaKiliio ¢ 303uHodutmel i cucreMubivi cumnromamu (DRESS-cunapom), koto-
pbIe ABSIOTCSA MOTEHUHAIBHO YIPOKAIOMINMH JKI3HH HE/KeIaTeIbHbIMH JI@KaPCTBEHHBIMI peak-
usaMu. TsKeTple KOJKHBIE HeKeTaTe/lbHbIe Peakiiii 00bIYHO MPOSIBIASIOTCS B BHAe KOMOHHALIHN
CIIeIYIOUIHX CHMITTOMOB: OOIINpPHAs KOXKHAsl ChIMb MM IKC(HOINATHBHEI 1ePMATHT, TMXOPAIKa,
aumbaaeHonaTis U nMoTeHuHaabHas 303uHoduans. [Ipr BOSHUKHOBEHHH TSKENbIX KOJKHBIX He-

JKeIaTeIbHbIX PeakKLHil MpHeM KBeTHaMHa C/IeIyeT NPEKPaTUTh.
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Ocmpuie pearkuuiu, cea3annble ¢ OMMEHOI npenapama

[Ipi pe3koii OTMeHe KBeTHANMMHa MOTYT HaOMI0IaThCs CAeIYIOLINE OCTPble peakuuH (CHHAPOM
«OTMEHBI») - TOUIHOTA, PBOTA, OECCOHHHULIA, TOJ0BHAsA 00/b, TOIOBOKPYZKEHHE H Pa3IpaKHTEIb-
HOCcTh. [ToaToMy OTMeHY mpenapara peKOMeHIyeTcs MPOBOANTh MOCTENEHHO B TeUEHHE, KaK MH-

HHMYM, OJHOM M ABYX HEI€Ib.

Henpasuavroe npumenenie u 31oynomped.ienue npenapamom
BeL11 oTMeUeHBI ClTy4an HenpaBUIbHOTO MPUMEHEeHIS 1 3710ynoTpedneHus npernapatom. Caeayer
co0101aTh OCTOPOKHOCTD MPH HA3HAYEHHH KBETHANMHA MaleHTaM MpH HaIH4Mi B aHAMHe3e

3710ynoTped 1eHNs alKoroIeM IIH JIeKapCTBeHHBIMH MpenapaTaMu.

Hooxcuavie nayuenmot ¢ oemenyuert

KBeTnaniH He noKa3aH 171 IeYeHHs ICHX030B, CBSI3aHHBIX ¢ AeMeHuMeil. HekoTopele aTnniunbie
HeITpoJIeNTHKH B PAHIOMH3MPOBAHHBIX 1a11e00-KOHTPOINPYEMbIX HCCIEI0BAHUAX MPHMEPHO B
3 pa3a yBeaM4HBAIN PUCK Pa3BUTHS 1epeOpOBaCcKyISPHBIX OCI0KHEHHII Y NMALHUEHTOB C J1eMEH-
mieil. MexaHn3M JaHHOTO YBEIHYEHHs PHCKa He M3y4eH. AHAJIOTHYHBII PUCK YBEIHUYEHHs va-
CTOTHI LepeOpPOBACKYIAPHBIX OCI0KHEHHH He MOJKeT ObITh HCK/IHOYEH A4 APYTHX aHTHICHXOTH-
4eCKHX JeKapCTBEHHBIX CPEICTB HIH IPYIHX TPYIN nauueHToB. KBeTHamuH J0/KEH NpHMe-
HATBCS C OCTOPOKHOCTBIO Y MALHEHTOB ¢ PUCKOM Pa3BUTHA HHCYJIbTA.

AHaaus NMPUMEHCHHNA aTHITIYHBIX HEﬁpO.’IQHTHROB 14 JI€HYCHHA TIICUX030B, CBA3AHHBIX C A€MECH-
uueﬁ Y IOKHMJIBIX MAHCHTOB, BIABHU.I MOBBIIICHIEC YPOBHA CMEPTHOCTH B IPYyNIe NalCHTOB, 110~
JIVYABIINX Mpenapartsl 3TOI FPYNNbI, MO CPaBHEHHIO ¢ rpynnoii miauedo. Kpome Toro, asa 10-
HeJleIbHBIX M1aue00-KOHTPOINPYEMbIX HCCIeIOBAHMS KBETHAMNNIHA Y aHAJOTHYHON IPYIIbI Na-
mienToB (n=710; cpexnnii Bo3pact: 83 roxa; BO3pacTHOI ananaszoH: 56-99 ner) nokasami, 4To
YPOBEHb CMEPTHOCTH B IPVIINE MalHeHTOB, MPHHIMABILNX KBeTHANHH, cocTaBn1 5,5%, n 3.2% B
rpynne niaauedo. [IpuuiHb! JeTambHBIX HCXOA0B, OTMEUEHHBIX Y 3THX MAlHeHTOB, COOTBETCTBO-
BaTH OKHAaeMbIM U1 TaHHOI mony/suni. He BbISIBIeHO NMPUYHHHO-C/I@ACTBEHHON CBA3H MEKIY
JeueHneM KBETHAMHHOM H PHCKOM TMOBBIIIEHHS CMEPTHOCTH V MOKUJIbIX MALHEHTOB C JE€MEH-

Liei.

Anmuxoaurnepeuyeckue (MycKkapuHonoooonie) yghgheximnl

HopkBeTnanuH, akTHBHBII MeTa0OIHT KBETHANHHA, 001aJaeT CPOACTBOM (OT yMepeHHOH cTe-
MEHH 0 BBIPAKEHHOH ) K HECKOJIBKIM MOATHIIAM MYCKAPHHOBBIX peuenTopoB. C 3THM CBs3aHbI
HEIKEJIATC/IbHbBIC JTCKAPCTBCHHBIC PCAKIIN, O6yC.’IOB.’IeHHbIe AHTHXOJIMHEPruvueCKiM ,ZleﬁCTBI‘IEM
KBETHIAMHHA [TPH ero MPHMEHEeHHH B PeKOMEHA0BaHHbIX 103aX HIH B COUTAHHUH C IPYTHMH Mpe-
napaTamil, OKa3bIBatOIIHMH aHTHXOIHeprideckie 3(hdekThl, a TaKke npu nepeaosuposke. Cre-
ayeT co0Ir01aTh OCTOPOKHOCTh MPH NMPHMEHEHHH KBETHAIHHA COBMECTHO C J€KapCTBEHHBIMU
CpeICTBaMH, OKa3bIBAKOLIMNMH aHTHXOIHHEPTiYecKie (MyckapuHononooHeie) dddextsr. Crexyer

co0TrI01aTh OCTOPOJKHOCTD IMPHU HA3HAUYCHHH KBETHANHMHA NAalueHTaM C Sanepm\'oﬁ MOYH HJIH C
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3aJepKKOI MOUYHN B aHAMHe3e, KJIMHHYeCKH 3HauMMOil THIepruiasueil npeacTaTeabHOll Kelaessl,
KHILIEYHOH HeNpOXOINMOCTBIO HJIH POICTBEHHBIMH COCTOSHHSMIL, MOBBILIEHHBIM BHYTPHIJIA3-
HBIM JaBJIE€HHEM IJIH Y3KOYTOIbHOI r1aykoMoil (cM. pazaenst @apmarodunamura, llodounoe

aericreue, [lepexo3uporka 11 B3aumoaeiicTeHe ¢ APYTHMH J1€KAPCTBEHHBIMH CPEACTBAMH ).

Hapytuemm CO CMOopoHbl nedenu

B ciyuae pa3BuTHS KEATYXH NMPHEM KBeTHANHHA CIe1yeT NPeKPaTHTh.

Hucazusn

Jucdarus (cm. paszen [MoGounoe aeiicTBHe) M acrmupauus HaOMOJATHCH NPH Tepanuil Kae-
THanuHOM. [IpHUNHHO-clIeACTBEHHAs CBA3b BOSHHKHOBEHHS acIipaliiOHHOI MHEBMOHHH C MpPH-
eMOM KBeTHAIIHa He ycTaHoBIeHa. OHaKo caeayeT co0Ir0AaTh OCTOPOKHOCTD TPH Ha3HAUSHHH

npenapara nauiHeHTaMm ¢ prCKOM BO3SHHKHOBCHIA aCHHpaHHOHHOﬁ IMTHEBMOHHH.

Benosnas mpomoormoous

Ha ¢done mpiema HelipoenTHKOB OTMEYEHbI CIVUal BOSHHKHOBEHHS BEHO3HOI TpoMO03MO0IN .
[TockoNbKY V MalUNeHTOB, NPHHUMAKOLIIX HEeHpPOIeNTHKI, YaCTO BCTpeyaroTcss (akTops! picka
BEHO3HOIT TpoMO03MO0IHH, 10 HAaYa1a U BO BpeMs Tepaniy aHTUICHXOTHYECKIMII [TpernapaTaMi,
B TOM 4HCJe, KBeTHAIMIHOM, C/IeIyeT OLUeHHTh (GaKTOphl pHCcKa I NPUHATH NpodIIaKTHYeCKHe

MepBI.

3anop u HenpoxoOUMOoCHb KU CHHUKA

3amnop sBiaseTcs (aKTOPOM PHCKA HENMPOXOAHMOCTH KiiueuHnka. Ha ¢done mpumeHeHHs KBe-
THANHHA OTMeYasIi Pa3BUTIE 3a0pa i HeMPOXOINMOCTH KHiedHHKa (cM. pasaen IloGounoe aeki-
CTBHe), BKJTIOYAs CIy4au C JeTadbHBIM HCXOIOM Y MalUHEeHTOB IPYIIbl BICOKOIO PHCKA HENpo-
XOIMMOCTH KHIIEYHHKA, B TOM YHCJIe MOTY4arolNX MHOKEeCTBEHHbIE CONYTCTBYIOLINE Mpena-

PAaThL, KOTOPbIE CHIDKAKOT MOTOPHKY KHIIEYHHKA, JaKe MPH OTCYTCTBHH Ka100 Ha 3anop.

Hankpeamum

Bo Bpems KIMHMYECKHX HCCJIEA0BAHHI M B MOCTPErHCTPALIMOHHOM MNepHoae ObUIH OTMEYeHBI
Clly4ad pa3BUTHs MAaHKpeaTHTa, 0JHAKO MPHYHHHAS CBSA3b C TPHEMOM [TpenapaTa He yCTaHOBJIHA.
B mocTperucrtpaunoHHoM nepuojae ObLIO YKa3aHO, YTO Y MHOTHX MALMEeHTOB NMPHCYTCTBOBAIN
(dbakTOpBI pHCKA pa3BUTHS MAHKpPEATHTA, TaKHe KaK MOBbIeHHe koHueHTpaunu 11 (cMm. moapas-

nen Codepaucanue 1unudog), XonenuTuas 1 ynotped;ieHne aaKorons.

Honoanumenvnas ungopmayus

HaHHLIe O COBMECTHOM MPHMCHCHHUH KBETHAIIHA C J1BAJIBIIPOATOM HIH JUTHEM INPHU OCTPHIX Ma-
HHUAKAJIbHBIX 31TH304aX JIETKOM I cpe;n—xeﬁ CTENCHH TAKECTH OTPAHHYCHBI. OTMequbI Xopotuias
MEePEeHOCHMOCTh ITOI KOMOMHUPOBAHHOIT Tepanni u aanTuBHBI 3dderT Ha 3-i Hexeme Tepa-

MHUH.
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Bausinne Ha cnoco0HOCTH YHOpaBJasiTh TPAHCMIOPTHBIMH CPeACTBAMH, MEXAHH3MAMH

BcneacTeue BaMsiHUSA Ha LEHTPAJIbHYIO HEPBHVYIO CHCTEMY KBETHATIHMH MOJKET BIHATH HA CKOPOCTh
NCUXOMOTOPHBIX peﬂKHHﬁ 11 BbI3bIBATH COHINBOCTL. HO?TOM}’ B IIE€pHOM JICUYCHHA NalEHTaM HE
PEKOMEHOYETCA pa6OTaTb C MEeXaHu3MaMH, Tpe6y10u1mm MTOBBIIIEHHOH KOHLICHTpaluuii BHHMa-
HUs, B TOM YHCJIE HE PEKOMEHIAYETCs YIIPaBJICHUE TPAHCIIOPTHBIMH CPEACTBAaMIl, NOKa HE 6y,:1eT

YCTAaHOB/ICHA HHAMBILAYA IbHAA NEPEHOCHUMOCTDE TEPAIN.

dopma BbINYCKA
TabneTkn nOKpbITHIE MIIeHOUHOIT 00010uK0ii 25, 100. 150, 200, 300 mr.
[To 10 tadnetox B Gmucrepe n3 [IBX/TIB/IX/ax.doasra, no 3 win 6 O1ucTepoB B KapTOHHOI

NNavyKe BMECTEC C HHCprKL{Ilef"I 0 NPUMEHEHHIO.

Cpok roaHocTH
5 7er.

He NPUMEHSATH O HCTEYEHHHN CPOKAa TOOIHOCTH, YKa3aHHOTO Ha YIIAKOBKE.

YcaoBHus XpaHeHus
XpauuTh npu Temneparype He Boime 25°C.

XpaHuTb B HETOCTYNHOM 115 1eTell MecTe.

YcaoBus oTnycka

OTnycKaroT Mo peLenTy.

JlepkaTe.ib PerHCTPALIHOHHOTIO Y10CTOBEPeHHS
3A0 «®apmauertnuecknii 3asoa I UC», Benrpus
1106 bynanemwr, ya. Kepectypu 30-38

Tenedon: (36-1) 803-5555,

®daxc: (36-1) 803-5529

IIpon3Boaurtenn
3A0 «Dapmanestiueckii 3aBoa I UC», Benrpus

1165 byzaanemwr, yi. békensdénpau, 118-120 Benrpus (Bce ctanun npou3BoaCTBa)
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Opranu3anns, NPHHEMAOLIAS TPETeH3HH 0T noTpeduTe.1ei
000 «3TUC-PYCy», Poccus
121108, r. Mocksa. yi1. MBana ®@pauko, 1. 8, renedon: (495) 363-39-66

Jupexrop 1o hapmaieBTHIecKoi
JCATCIBHOCTH

000 «3T'HUC-PYC»
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