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(57) Hacrosmee wu300peTeHue  OTHOCHTCS K  HOBbIM  mpumenenusMm  5-HT4  peuentoproro

aroHUCTa, KOHKPETHO H30Mpomnui-3-{5-[ 1-(3-meTokcunponun)munepuana-4-ui]-[1,3,4]okcaanazon-2-
wi}-1H-unnazona (coequuenue-1) wiu ero (apMaleBTHUECKH MPUEMIIEMBIX COJCH, ISl JICYCHUsI
JIEMCHIIMM U3-32 MCHOMAy3bl, CTApUYECKOro cIabOyMus, KOTHHUTHBHBIX HApYIICHUH, CBSI3aHHBIX C
mmn3o(peHuneid, aernpeccuy, KOTHUTUBHBIX HAPYIICHUH, BhI3BAHHBIX XUMHOTEpAINEH, U MTOBEJCHYECKUX
U TICUXOJIOTHYECKUX CHMIITOMOB JIEMEHIIMHM, TAKUX KaK amarus/Oe3pasinuue, Bo30yK/IeHHE, arpeccus,
Jerpeccust, 0eCrOKONHCTBO, Pa3IpaKUTENbHOCTh/ Ta0MIIBHOCTD, AUC(hOpHs, abeppaHTHOE JBUraTeIbHOE
HoBeNieHne, Opel, TayUTIOIMHALINY, dK3aJIbTalKsA/ i(OpHs, ICUX03, pACTOPMAKHBAHKIE, HAPYLICHUs CHA
¥ HOYHOTO TOBEJICHUS] WIIM PACCTPOUCTBA alleTHUTa U MHIIEeBOro moBeaeHus. Hacrosinee n3odperenue
TaKXKEe OTHOCUTCS K TMPUMCHCHUIO YKAa3aHHBIX COCJAWHCHHN B IMOJYYCHHH JICKAPCTBEHHOTO CPE/ICTBA,
MpeHa3HAYECHHOTO JUIsl JICYSHHUS] PACCTPOUCTB, OMHCAHHBIX B HACTOSIIIEM H300PETCHHUH.
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HOBBIE IPUMEHEHHSA 5-HT4 PEHEINITOPHOI'O ATOHUCTA

O0JacTb TEXHUKH HACTOSILIEr0 H300peTeHHs

Hacrosimmee usoOpereHne oTHocUTCS K HOBbIM mnpumeHeHusM S5-HT4 penentoproro
arOHUCTA, KOHKPETHO uzonponui-3-{5-[ 1-(3-meTokcunponun) nunepuauH-4-um|-
[1,3,4]okcanmnazon-2-ui}-1H-unnazona wnmu ero (apmaueBTHYECKU TPUEMIIEMON COJIH, IJis
JIEYeHUs] EMEHIMHM H3-3a MEHOIAay3bl, CTApYeCKOro CiIa0OyMHs, KOIHUTHBHBIX HapyLICHUH,
CBSI3aHHBIX ¢  WWH30(peHuer, Jemnpeccud, KOTHUTHUBHBIX  HApPYLIEHHH, BBI3BAHHBIX
XUMHOTEpanuel, U TOBEACHYECKUX M TCHXOJOTHYECKUX CHMITOMOB IEMEHLIUH, TaKUX Kak
anartusi/Oe3paznugue, BO30Y KIEHHE, arpeccus, nenpeccus, OECTOKOICTBO,
Pa3APaAKUTENILHOCTE/ TAOWIBHOCTh, JTUC(POPUHN, abdeppPaHTHOTO JABUTATEIBHOTO TOBEIEHUS,
Opena, raJUTFOIMHALINH, SK3aIbTalK/3H(POPUH, TICUX03a, pACTOPMAKMBAHUS, HAPYIIEHUH CHA U
HOYHOIO TIOBEJEHUs WM pacCTPONCTB ammeTuTa M MOuleBoro noseneHus. Hacrosinee
n300peTeHne TakkKe OTHOCHTCS K TPUMEHEHHIO VKa3aHHBIX COCOUHEHWH B TIOJYYEHUH
JIEKapCTBEHHOI'O CpPEJCTBA, IPEeIHA3HAYEHHOro [JIsl JIeYEHUs] PAacCTPONCTB, OMNMCAHHBIX B
HACTOSIIIEM H300pETEHNH.

YPOBEHb TEXHUKH HACTOSAIEI'O H30BPETEHHSA

CHmKeHne KOTHUTHBHBIX (YHKIMH NPOUCXOAWT V JKEHIIUH B NEPHUOI MEHOTAY3bl.
IIpumepHO 1BE TPEeTH JKEHIIMH JKAJIYIOTCS Ha 3a0bIBUMBOCTb BO BpPEMs MEHOIAy3bl
OMnUpuYecKre JaHHbIE CBUAETEIbCTBYIOT O TOM, YTO JKEHILIUHBI B IEpU- U MOCTMEHOMAay3e
NOKa3aJIi XyALINE Pe3yJIbTaThl M0 TECTaM Ha MaMsAThb U KOTHUTHUBHbIE (PYHKLIUU B T€YEHUE rofa
nocjie NnocjeAHell MEHCTPyaluy, YeM B MEepHOA, MPEALIeCTBYIOLUI MeHonay3e. Y JKEHIIUH B
nepu- U MOCTMEHONAay3e, AOCTUTIINX AAHHOIO COCTOSHUs €CTECTBEHHBIM IyTeM WM MyTeM
OBAapPUAKTOMHHM, KOTHUTHBHBIE (YHKIMH 3HAYUTENbHO CHIKAKOTCS H3-32 XPOHUYECKOTO
COCTOSIHUSI TOPMOHAJIBHOM I€NTPUBALINHL.

JleMeHIUs y JKEeHIIWH B MOCTMEHONAy3€ BIIUSET Ha Pa3IMuHble KOMIIOHEHTBI, & UMEHHO
Ha BepOajbHYIO, SIMU30AUYECKYIO, 3PUTEIbHO-NPOCTPAHCTBEHHYIO HABHTALMIO, HAPSAAY C
neGuUUTOM BHHUMAHHSI W HCIOJHHUTEIBHOM (PYHKLUWH, YTO OTPHUIATEIBHO BIHAET Ha
NIOBCEHEBHYIO JIEATENBHOCTD M, CIe0BaTeNbHO, Ha KauecTBO ku3HU (KOK). CHmxenne namsitu
0o0bHO HamboJjiee 3aMEeTHO B TeYeHHE 12 MecsleB IOcCie MOClIeNHed MeHCTpyauuu. Y
OOJNBIIMHCTBA JKEHIMUH KOTHUTHBHAs (PYHKUMS BPAL JH YXYIAIIUTCS B TIOCTMEHOMAy3€ I10
KaKUM-JINOO TPUYHMHAM, KPOME TeX, KOTOpPbIe OKHUAAIOTCS NMPU HOPMAJIBHOM CTAPEHHUU. XOTS
MAaJIOBEPOSATHO, YTO B TIOCTMEHOIAy3€ KOTHUTHBHBIE ()YHKIIMU JKEHIIUHBI BEPHYTCS K TOMY, YTO
OBUIO O MeHOMay3bl, JKEHIIMHbI MOTYT aJanTHPOBATBCS W CO BPEMEHEM KOMIIEHCHPOBATH
CHMIITOMBI.

3amecturenpHas ropMmoHanbHas Tepanus (3I'T) korna-To cuuranack crpaterueil nepBo
JVHUU JJIs1 JIEYEHUs Yy JKCHIIMH B TOCTMEHONAy3€ NPU MaTOJOTHYECKUX (PU3HOIOrHYEeCKHX
U3MEHEHUSX W WHBAJIUAHOCTH, KOTOpble Hen3OexkHbl. OOHAKO HEOaBHHE HCCIEIOBAHUS,
NPOBEEHHBIE C yyacTHeM keHINH B MeHomnay3e (WHIMS-Women’s Health Initiative Memory

Study), mpumm x BeIBONY 0 HeraTuBHbIX d(dekrax 3T Hapsny ¢ MOBBIIIEHHBIM PUCKOM paka



MAaTKH, SSMYHUKOB WM T'PyAH, TPOMOOSMOOJIHMU JIETOYHOW apTepHH, CEepAeYHBbIX 3a00NeBaHMN U
uHcyabTa (JAMA, 2004, 291, 47-53, JAMA, 2002, 288, 321-333). Ha cerogHsIHMIA 1eHb IJIs
TAHHOHN MONyJSIIMU He OJ00PEHO anbTepHaTHBHOE U 3(PQEeKTHBHOE JeUeHHe, XOTsI HEKOTOpbIe
MHTUOUTOPBI XOJMHICTEPA3bl MPOLLIN KJIMHUYECKUE NCIIBITAHNSA. B 11eoM, KeHIUHBI TPOBOASAT
TPETh CBOEH JKU3HU B COCTOSIHUM XPOHHUYECKOH rOPMOHAJIBHOM AENPHUBALUU, TO €CTh B NMEPUON
MEHOIay3bl, YUYUTbIBast BO3pacT 50 JIeT, KOrja OHHU NEPEKUBAIOT NMEPEXOAHYI0 MEHOMAy3Yy.

Penenrops! 5S-HT4 BBICOKO 3KCIIPECCHPYIOTCS B TAKUX OOJACTSIX MO3Ta, KaK THITITOKAMIIL,
MUHIQJIEBUIHOE TEJO W KOpa TOJOBHOTO MO3ra, 4YTO TMPEAINOJaraeT ydacTHe peLentopa B
koruutuBHBIX nipoueccax (Curr. Opin. Pharmacol. 2011, 11, 87-93). Peuentopsr 5-HT4 moryT
UTpaTh BAXKHYIO POJIb B MPOLIECCAX MO3HAHUS Yepe3 B3aUMOIEHCTBHE MEXIY XOJIHHEPTUYeCKOM
W/WJTN THCTAMHUHEPTUYECKON CHCTEMAaMHU B THUIIIOKAMIIE HJTH B O0JIACTSIX KOPBI TOJIOBHOT'O MO3Ta.
Crumynsiust - penentopos  S5-HT!  yBenuuuBaeT ypoBHM BHEKJIETOYHOrO TMCTAMHHA M
AIleTUIIXOJIMHA Y TPBI3YHOB B IAHHBIX OOJIACTSIX MO3Ta, yYaCTBYIOIIMX B KOTHUTUBHOW (DYHKIIMH
(Neuroscience Letters 2016, 616, 197-203).

Peuentopusie aronuctel 5-HT: Mopymupyer mnenTuzabl, MpOM3BONHBIE OT Oejka-
npenmecrBeHHnka amwiouna (APP), Oera-amunoun (AP) u  pacTBOpuMbIA  OeoK-
npenmecrseHHUK ammionaa anbpa (sAPPa) (Exp. Gerontol. 2003, 38, 159-66). SAPPa ne

SIBJIIETCST  aMUJIOMAOT€HHBIM  O€elKOM  H, Kak  cooOmaercs, o0jagaeT  MOIIHO

>
HEMPONPOTEKTOPHOH POJIBIO MPOTUB HEWPOTOKCHYECKHX 3((EeKTOB riayramara U -aMuiIouaa.
Penentopubiii aronuct 5-HTs Takke yBenMuMBaeT ypOBHM HEHpPOMENMATOPA ALETHIIXOJIMHA,
KOTOPBIH y4acTByeT B KOTHUTUBHBIX nporeccax (Curr. Drug Targets, 2004, 3, 39-51).

Heoxxunanno Obiio oOHapyskeHO, 4uTo peuentopHbiii aronuct S5-HTs; Hacrosiero
n3o0peTeHust obpamaer BCIATh AePUIMT NAMATH Ha KMBOTHOW MOJENH MeHomay3bl. Takum
obpasom, peuentopHbiii aroHucT 5-HT4 HacTosIero n3o0peTeHusi MOKeT ObITh MOTEHIMATBHBIM
KaHAMJATOM B JIEKAPCTBEHHOE CPENICTBO JUIS JICUEHUs CBSA3AHHON C MEHOIAay30H NOoTepu MamsiTu
Y KOTHUTUBHBIX (DYHKILIHA.

Crapueckoe ciaboymue MpencTaBisieT coOoii 3aboieBaHue, BbI3BAHHOE IereHepaluei
KJIETOK T'OJIOBHOTO MO3Ta M XapaKTEePU3YIOIIeecs] CHIPKEHHEM KOTHHUTHUBHBIX CIOCOOHOCTEH. DTO
MOJKET BKJIFOUATh CIOCOOHOCTb HEIOBEKAa KOHLEHTPHUPOBATHCS, BCIIOMHHATH WH(POPMALUIO H
NPaBWIBHO OLEHUBATH CHTyalnt0. CTapoCTh MPEACTaBIsIeT COOOH yXyAIIEHHE COCTOSIHHS Tela 1
pasyMma, CBS3aHHOE C MO3IHUM cTapeHueM. [loka3aHus cTapoCTH Pa3IUYaOTCs MO0 BPEMEHHU HX
NOSIBIIEHHUs. Y IUBUTENIbHO, HO peuentopHbii aroHuct S5-HTi Hacrosmero wusoOpereHus
YJIYYLIHII TAMSTh Ha JKUBOTHOH MOZAEIH CTaApOCTH.

Anatusi/6e3paznuune, BO30YKIECHHE, arpeccus, JeTpeccus, TPEBOTA,
Pa3apaKUTENIbHOCTE TAOMIIBHOCTD, nuchopus, abeppaHTHOE NBHraTebHOE TOBeNeHUe, Open,
raJUTFO LIMHALIAY, 3K3aJIbTalus/3i(opus, ICHX03, pACTOPMAYKIUBAHNE, HAPYIIEHHE CHA 1 HOYHOTO
NOBENCHNUsT WM PACCTPOHCTBO amlIeTHUTa M IUINEBOTO IOBEAEHHs SIBISIFOTCS OCHOBHBIMH
NOBEJEHYECKIMH M TICUXOJOTMYECKMMH CHUMITOMAaMH Yy TALIMEHTOB ¢ neMeHuueil. [laHHble
MOBEJICHYECKHE M IICUXOJIOTMYECKHE CHUMITOMBI BBI3BIBAIOT CUJIBHYIO OOJIb y MAIMEHTOB C

IeMeHLIMeH u JiuL, yXaXUBAOIIUX 34 HHUMU. CJ'IGI[OBaTeJ'IbHO, OCTACTCsA HEYAOBJICTBOPCHHAsA



MEIUIMHCKasT TOTPEeOHOCTh B JIEUEHHWH IOBEACHYECKHX MW ICHXOJOTHYECKHX CHMIITOMOB
TI€MEHLINH.

Penentopusiii aronuct 5-HT4 HacTosiimero n3o0peTeHnst HEOKUAAHHO CHIDKAET YPOBHU
arpeccuu MU, CJIeNOBaTeIbHO, MOXKET OBITb IOTEHILUAIBbHBIM JIEYEHHEM IOBEICHYECKHX MU
NICUXOJIOTHYECKHX CHMIITOMOB JEeMEHIIMH, TaKuX Kak amarus/Oespasnuuue, Bo3OyXKIeHHE,
arpeccusi, NEMpeccHs, TPEeBOra, pPa3Apa’kKUTENIbHOCTh/Ja0UIbHOCTE, AUCHOPHUH, abeppaHTHOE
IBUTATEJIbHOE  MOBeneHWe, Open,  TaUFOLMHALIM,  OK3albTauus/sidopus,  mncuxos,
pacTopMakMBaHWE, HApyIIEHHE CHA M HOYHOTO IOBENEHUS WM PAacCTPOMCTBA ammeTura u
MUILEBOTO MOBEICHHS.

KorautuHast AMCHYHKIHS MPENCTABISAET COOOH KITIOUEBYIO OCOOEHHOCTh MHU30(PPEHUH.
JehuuuT OT YMEPEHHOTrO 10 TSKEJIOr0 B HECKOJBKUX OOJIACTSIX, BKJIIOYAsi BHUMaHHE, pabouyro
namsiTh, BepOaspbHOe 0OydeHue U namsiTh, U ynpasjstomue ¢yukuun (Neuropsychiatr Dis Treat.
2006, 2 (4), 531-536; Clin Psychopharmacol Neurosci, 2018, 16 (1), 7-17). He omoOpeno
JIeYeHNe KOTHUTHBHBIX HAPYLICHUH, CBA3aHHBIX ¢ mu3odpenueil. HeoxnmanHo oka3aaock, 4To
peuenTopHblii aroHuct S5-HTs4 Hacrosimero m300peTeHHs YJIyYLIMI MaMsATh Ha JKHUBOTHOH
MO KOTHUTUBHBIX HAPYIIEHHN NP MIH30(QPEHUH.

Pax TPEICTaBIISIET coboii rpymmy 3a00eBaHmM, XapaKTePUIYIO X CSI
HEKOHTPOJIUPYEMBIM POCTOM U PACIpPOCTPAHEHHEM AHOMAJBHBIX KJIETOK, KOTOPBIE SIBIISTFOTCS
BTOPOH TO 3HAYMMOCTH NPUYMHOM CMEPTH BO BCEM MHpE TIOCHIE CEePACYHOCOCYAUCTHIX
3a0oneBaHuii. B CBsi3u C yiydlneHneM rokasaresell BbBDKUBAEMOCTH IPH Pake BO BCEM MHUpE C
MIOMOIIBIO MEPENOBBIX TEPANEBTUYECKUX CTPATErHi BHUMAaHHME WCCIIENOBAHUH OBLIO 0OpaIieHo
Ha «BBDKMBAEMOCTb pakay Ul YJIy4IIEHUs KadeCcTBA JKU3HU BBDKUBIIHMX IIOCIE Paka BO BCEM
mupe. JIJIsi MHOTHX MalUEeHTOB, CTPAJAIOLIMX 3JI0KAYECTBEHHBIMU HOBOOOPA3OBAHUSMH HIIH
paKkoM, XUMHOTEpanusi SIBJIAETCS JIYYIIMM BapHaHTOM OopbObl ¢ 3aboneBanuem. [laxe no
BBIOOpa XUPYPTUYECKUX M JIYYEBBIX CIOCOOOB B TEpaluU paka, XUMHOTEPANus SIBISETCS

HEOLUCHUMBIM HWHCTPYMEHTOM [JisI YMCHbBIICHUSA 6peMeHI/I paka, H, KpOME€ TOro, OHa

,
peKoMeHayeTcsl Mo mpuuuHe Oojiee MIOAOTBOPHOIO Pe3ysibTaTa CPEAH BBIIENEPEYUCICHHbBIX
crocoboB. XoTst XxuMuoTepanusi sBisieTcs 3(pQeKTUBHBIM CIOCOOOM JIeU€HUs] MHOTHX BHIIOB
paka, OHa TaKXe HMeeT OTpuuaTeNbHble mobouHble 3(¢dexrs. M3-3a Hecnmenmuduyeckoro
XapakTepa YHUYTOXEHMsI KJIETOK C IOMOIIbI0 XHUMHOTEpanmuu HeWpOHaJbHbIE KJIETKH He
SIBJITFOTCS] UCKJIFOUEHHEM ISl TOTO, YTO JIEXKHUT B OCHOBE HEHPOOHOIOrHH «XUMHUYECKOTO MO3Ta)
U CBS3aHHBIX C HUM KOTHUTHBHBIX AeuuuToB. I[lalMeHThl, monydaromme XUMHOTEPAIHIO,
TIOJIBEPTAIOTCS MOBBIIIEHHOMY PHCKY H3MEHEHUS CTPYKTYPhI U (PYHKLIMU MO3Ta.

KnuHudeckue wuccienoBaHus IMokazand, 410 A0 70% OHKOJOTMYECKHX OOJBHBIX,
MOJIY4aBIINX XUMHOTEPAIHUIO, UCTIBITEIBAIOT KorHuTUBHBIE HapymeHus (Clin Cancer Res, 2012,
18 (7), 1954-1965). JlanHHOE KOTHUTHUBHOE HapyIIeHHe, OOBIMHO HA3bIBAEMOE «XUMHUYECKUM
MO3TOM», MOXKET BJIUSTH Ha pPadOUyrd NamsiTh, BHUMaHHE, CKOPOCTb OOpabOTKHM IaHHBIX,
KOHIIEHTPALIMIO U UCTIONHUTENbHbIE pyHKIMN. Jledunur, HaOmonaemsliil npu "xumuoTepanuu”,
COXPAHSETCs B TEUEHHE IJIUTEIBbHOIO BpeMEHH, Aaxe 10 10 et nocie nocienHei nojy4eHHOoN

XUMHUOTEPAIINU. IToka uto TEPANCBTUYICCKOC BMCIIATCJIBCTBO HE JOCTYITHO UJIU HE oz[06peHo JJIA



r100aNbHON MOMYJSIMMK BBDKUBINUX Nocie paka. HeoknmaHHO OKa3anoch, UYTO PELENTOPHBIH
aronuct 5-HT4 Hactosmero m3o0peTeHHs yay4IIni MamsTh HAa JKMBOTHOW MoaenH neduuura
NaMsATH, CBS3aHHON C XUMHUOTEpamue.

bonesur Anbrreiimepa (BA) u nmempeccus nmpeacTaBisIOT COOOH pacnpoCTpaHEHHbBIE
npoOJeMbl TICUXUYECKOrO 37I0POBbs CPEeOU MOXKUIBIX Jiroaed. BA o0bpdHO compoBosknaeTcs
pasnuuHBIME NIcUXOHeBpoJorndyeckumu cumnromamu (HIIB). B wacTHOCTH, M3BECTHO, YTO OHA
COIPOBOKAAETCS] NEMPECCUBHBIMU CHMIITOMAaMHU Ha paHHel ctamuu (Psychiatry Investig, 2017,
14 (3), 271-280), HO CBsI3b MEXKAY TSKECThIO BA 1 pacrpOCTPaHEHHOCTBIO NEMPECCHU eIle He
scHa. Jlenpeccus npu A/l sBIs€TCA OYEHb PACIPOCTPAHEHHOW, M €€ PACIPOCTPAHEHHOCTH B
nonyyssuuu ¢ AJl coctasisier okoso 50%, HO YacTOoTa MOXKET BapbUPOBATHCS B 3aBUCUMOCTHU OT
croco0a AMArHOCTHKH, CTENEHH ENPECCHH U MCCIenyeMoi monyssinud. Kpome Toro, cornacHo
JOJITOCPOYHOMY TPOCTIEKTUBHOMY MCCIEIOBAHUIO, BO3HUKHOBEHHE JENPEeCcCUd BO BpeMms
NPOTPeCcCUpPYIOIEH JEMEHLIUN WIN JIETKOrO KOTHUTHBHOIO HAPYIICHUS] KAKETCs 0OJiee YacThIM,
yeM B oOmel mnomymsauuu. Penenropueii aronuct 5-HTs; Hacrosimmero wusobpereHus
MPOAEMOHCTPUPOBANl aHTUENPECCUBHYIO aKTHMBHOCTh Ha JXMBOTHOM Mojenu paenpeccuu. B
ZOTIOJIHEHNE K JEMOHCTPaLUU aBTOHOMHOW 3¢ ¢dexkrnBHOCTH penentopHeiii aronuct S5-HTy
HACTOSIIIEro M300peTeHus B KOMOMHALMM C CEJNEKTUBHBIM MHIMOHUTOPOM OOpaTHOrO 3axBaTa
ceporornHa (SSRI) oka3biBan cuaepreTryueckuii 3pPekT Ha BHEKJIETOUHbIE YPOBHH CEPOTOHHHA
(5-HT) B BeHTpasbHOM THUNIOKAMIIE, YTO IO3BOJSIET MPEAIIONOKUTh, YTO KOMOWHUPOBAHHOE
BBE/ICHHE CEJIEKTUBHOI'O HHIMONTOpa 00pPaTHOTO 3aXBaTa CEPOTOHMHA U PELIEITOPHOTO arOHUCTA
5-HTs Hacrosimero wusobOpereHuss ycuinuBaerT HeWpoTrpaHemuccuto S5-HT u  obecneunBaer
MOTEHLMAI B JICUEHUU AETIPECCUH.

B Hacrosimee Bpemsi He 0O0OPEHO JIEKAPCTBEHHOE CPEACTBO ISl JICYCHUs IEMEHIIUU 13-
3a MEHOMAay3bl, CTAPUECKON AEMEHIINH, KOTHUTHBHBIX HAPYIIEHHH, CBI3aHHBIX C MNU30(peHuei,
KOTHUTHBHBIX HapYLIEHHUH, BbI3BAHHBIX XUMHOTEpANiel, 1 MOBEAEHYECKUX U MCUXOJIOTHYECKUX
CUMIITOMOB JIEMEHIIMH, TaKUX Kak anaTus/Oe3pasnuyue, BO3OYKIACHHE, arpeccusi, Nemnpeccus,
OECIOKONCTBO, Pa3APaKUTENbHOCTL/Ja0MIBHOCTD, nucdopus, adeppaHTHOE JBHraTeIbHOE
NOBEJCHUEe, Opel, TAJUTIOLMHALUK, SK3aJbTalus/5H(opusi, TICUX03, PaCTOPMaKUBAHUE,
HapylIeHWe CHa U HOYHOIO IOBEACHMsI WJIM PAacCTPONCTBA almeTuTa U MHUILEBOrO MOBEACHMUSI.
JlaHHbIE KOIHUTHUBHBIE, MOBEIEHYECKUE U ICHUXOJOTHYEeCKHE CHUMIITOMBI BBI3BIBAIOT CHJIBHYIO
00Jb y MAIMEHTOB, CTPANAIOIINX KOTHUTHUBHBIMH HAPYLICHUSIMH, U y Te€X, KTO 32 HUMH
yxaxwupaeT. ClenoBaTebHO, OCTAETCsl HEYJOBJIETBOPEHHAS! TIOTPEOHOCTh B JICYCHUU JIEMEHIINN
U3-32 MEHOMNay3bl, CTapuecKoro cjaadoyMusi, KOTHUTHBHBIX HApyIIEHWH, CBA3aHHBIX C
mu30(ppeHnell, KOTHUTUBHBIX HAPYLICHWH, BBI3BAHHBIX XMUMHOTEPANUEH, W TOBEICHYECKUX H
MICUXOJIOTHYECKUX CHUMIITOMOB JEMEHLIUH, TAaKUX Kak amaTusi/Oe3paznudue, BO30OyKIEHUE,
arpeccusi,  Jempeccusi, OeCHOKOWCTBO,  pPa3dpaKUTEJIbHOCTH/IAOWIBHOCTb,  Tuchopus,
abeppaHTHOE JBHUraTeJIbHOE MOBENEHUE, Opel, TauTFoLUHALINY, 3K3aIbTalusy/SH(OpHs, CUX03,
pacTOpMa)KMBaHUE, HApyIIEHUs CHA M HOYHOTO IOBEAEHUS WJIM PacCTPOMCTBA amNeTUTa U
MULLEBOro noseAeHus. HeoxknaanHo okas3anoce, uTo peuentopHbiii aroHucT S-HT4 Hactosimero

I/1306peTeHI/IH 3HAYUTECIIBHO O6paTI/I.]'I I[e(bI/ILII/IT NaMATH B Pa3INYHbIX MOACJIIX HA JKUBOTHBIX, YTO



YKa3bIBa€T Ha TO, YTO OH MOKET OBITh MOTEHIMAIbHBIM KaHAUAATOM B JIEKAPCTBEHHOE CPEICTBO
IUIs JIEYEHUs IOTEPU MaMSITH U KOTHUTHBHBIX (DYHKIIMH, CBA3aHHBIX C MEHOIAY30H, CTap4yecKoi
JI€MEHIIMH, KOTHUTUBHBIX HAPYIIEHUH, CBI3aHHBIX C MIN30(peHnel, KOTHUTHBHBIX HApYLIEHUH,
BBbI3BAHHBIX XUMHOTEPAIUEN, MOBEIEHUECKUX U MCUXOJOTHYECKUX CUMITOMOB A€MEHLIUN.

CYIIHOCTDb HACTOAIIEI'O U3OBPETEHUA

Ilenp HacTosiEro M300pETEHHs 3aKIIOYAETCs] B INPENOCTABICHUU CHOCo0a JIeYeHUs
3a0oneBaHMsl WJIM PACCTPOICTBA, omocpenoBaHHOro S-peuentopoM HT4, mnpumensis S-HTy
peuenTopHbIii aroHucT, rae S-HT4 peuentopHblii arOHUCT NpPEACTaBisieT cOOOM M30MPOIUII-3-
{5-[1-(3-metokcunponun)nunepuana-4-un|-[ 1,3,4]Jokcannazon-2-uwn}-1H-uHgason  wim  ero
(apMaleBTHYECKH TPHEMIIEMYIO COJIb.

B nmepBom acnekre, HacTosee U300PETEHNE OTHOCUTCS K CIIOCOOY JICUEHUS] AeMEHIUH
U3-32 MEHOMAy3bl, CTAapPUECKOro CJa0OyMHs, KOTHHTHUBHBIX HApPYLIECHHWH, CBSI3aHHBIX C
mHU30(ppEeHNeH, NenpeccHy, KOTHUTUBHOIO HAPYIIEHHUS, BBI3BAHHOTO XHMHUOTEpanued, u
MOBEIEHYECKUX ¢ IICUXOJIOTUYECKUX CHMITOMOB JAE€MEHLIUM, BKJIOYAIOIIEMy BBEIEHUE
HY>KIAIOLIEMyCsl TTaLIMEHTy TePamneBTU4YeCKH 3(P(PEKTUBHOIO KOJIUYECTBA PELENTOPHOTO
aronncra 5-HT4, rne peuentopssiii aronuct S-HT4 npencrasnser coboii nzonpormi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-wmn|-[ 1,3,4]okcaanazon-2-mn -1 H-uanazon W ero
bapMareBTHUECKH TPHEMIIEMYIO COJIb.

B npyrom acrnekre, HacTosiiee H300peTeHHE OTHOCUTCS K CIIOCOOY JIeUeHUs] AeMEHINU
U3-32 MEHOIAy3bl, BKJIOYAIOIIEMYy BBEIECHHUE HYXAAIOIEMYyCsl MNALUEHTy TepaneBTHYECKU
s¢pexTuBHOrO KojmyecTna penentopHoro aronucra 5-HTs, rne 5-HT4 penentopHblil aroHuct
MPECTABIISAET coboii usonponui-3-{5-[ 1-(3-meroxkcunponunm)nunepuanH-4-ui|-
[1,3,4]okcaamnazon-2-mi}-1H-unnazon wim ero papmManeBTHUECKU TPUEMIIEMYIO COJTb.

B npyrom acnekre, HacTosiee H300peTeHne OTHOCUTCS K CIIOCO0Y JISUSHUsT CTapYeCKOro
cnaboymusi, BKJIIOYAIOIIEMY  BBEIEHHE  HYXKIAOLIEMYCs  MAlHEeHTy  TepaneBTUYeCKH
3¢ dexkTuBHOrO KojaM4yecTa peuentopHoro aronucra S-HTs, rne peuentopusiii aronuct 5-HTy
NPECTaBIISAET coboii uzonponui-3-{5-[ 1-(3-meroxkcunponun)nunepuanH-4-ui|-
[1,3,4]okcannazon-2-un}-1H-uHnazomn umu ero papManeBTHUECKH IPUEMIIEMYIO COJIb.

B npyrom acmekte, Hacrosimee H300pEeTEHHE OTHOCHTCS K CIOCOOY JIeYeHHs
KOTHUTHBHBIX ~ HApYIIEHHWH, CBA3aHHBIX C IIU30(pPEHHEH, BKIIOYAIOIIEMY BBEICHHUE
HY>KIAIOLIEMyCsl TTALIMEHTY TepamneBTU4YeCKH S(P(HEKTUBHOTO KOJHYECTBA PELENTOPHOIO
aronncra 5-HT4, roe 5-HT4 peuenTopHslil aroHuCT npeacrasisieT codor nzonpommi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-wmn|-[ 1,3,4]okcaanazon-2-mn -1 H-uanazon W ero
(bapMareBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom acnekre, HacTosimee n300peTeHne OTHOCUTCS K CIIOCOOY JIeUEHUsI ACTIPECCUH,
BKJIFOUAIOIIIEMY BBEACHHE HYXKNAIOLIEMyCsl TMAalMeHTy TepaneBTHYecKH 3((eKTUBHOTO
konuuecTtsa peuentopHoro aronucra 5-HT4, rne 5-HTs peuentopHelili arOHUCT NpPEACTaBIsET
coboit  m3omnporui-3-{ 5-[ 1-(3-meTokcunponwn)nmunepunuH-4-mi|-[ 1,3,4]okcagnazon-2-mn }-1H-
MH/1A30J1 WK €r0 (PapMaLeBTHUECKU IIPUEMIIEMYIO COJIb.

B npyrom acnekre, HacTosiiiee H300peTeHHe OTHOCUTCS K CIOCO0Y JIeUeHHsl IeNpecCu,



BKJIFOUAIOLIEMY BBEACHHE HYXKNAIOLIEMyCsl TMAalMEHTy TepaneBTHYecKH 3((eKTUBHOTO
KonudecTBa penentopHoro aronucra 5-HTs u cenekruBHOro mHruOuropa oOpaTHOroO 3axBara
CepoTOHMHA; rae peuentopHbiii aronuct S5-HTy mpencrasnser coboit mzompormi-3-{5-[1-(3-
MeTokcunponun)nunepuana-4-mi|-[ 1,3,4]okcagnazon-2-mn -1 H-uanazon 15R)05 ero
(bapmMaLeBTHYECKH TPUEMIIEMYIO COJIb.

B npyrom acmekrte, Hacrosiiee H300peTeHHE OTHOCUTCA K CHOCOOy JieueHus
KOTHUTMBHOTO  HAapylIEHHUs, BbI3BAHHOIO XHUMHOTEpAIuell, BKJIOYAIOLIEMy  BBEJEHUE
HY>KIAIOLIEMyCsl  TTALMEHTy TepamneBTU4YeCKH d(P(PEKTUBHOIO KOJIUYECTBA PELENTOPHOTO
aronucra 5-HT4, roe peuenropheiii aronuct S-HT4 npencrasnser coboi uzonponmn-3-{5-[1-(3-
MeTokcunponui)nunepuana-4-uin|-[ 1,3,4]okcaanazon-2-un -1 H-unnason WJn ero
(apMaLeBTHYECKH TPHEMIIEMYIO COJIb.

B npyrom acmekre, Hacrosimee H300pETEHHE OTHOCHTCS K CIIOCOOY  JIeYeHHUs
MOBEJCHYECKNX W TCHXOJOTHYECKHX CHMITOMOB JEMEHLWH, BKJIOYAIOIIEMY BBEICHUE
HY>KIAIOLIEMyCsl TTALIMEHTy TePamneBTUYeCKH 3(P(PEKTUBHOIO KOJIUYECTBA PELENTOPHOTO
aronncra 5-HTy, roe penenropheiii aronuct S-HT4 npencrasnser coboit uzonpornmn-3-{5-[1-(3-
mMeTokcunponmn)nunepuana-4-mn|-[ 1,3,4]okcannazon-2-un -1 H-uanazon W1 ero
bapMareBTHUECKH TPHEMIIEMYIO COJIb.

B npyrom acnekre, HacTosiee H300peTeHHe OTHOCUTCS K MPUMEHEHHIO PELENTOPHOTO
aronncra 5-HTi;, B wactHocTH wm3omponui-3-{5-[1-(3-MeToKCHIIPONI) MUepUInH-4-11] -
[1,3,4]okcagnazon-2-un}-1H-uanazona win ero QgapMaleBTUYECKH NPUEMIIEMOW COJIM, IS
JeUeHUs. NEMEHLIMU H3-32 MEHOINay3bl, CTapuecKOoro ciaboyMusi, KOTHUTHUBHBIX HapyLIEHUH,
CBSI3aHHBIX €  INU30(pPEHuel, JAernpeccuy, KOTHUTUBHOTO  HApPYLIEHWs, BBI3BAHHOTO
XUMHOTepanuel, U TMOBEAEHYECKHX U IICUXOJOIMYECKHX CHUMITOMOB IE€MEHLMH, TaKUX Kak
amnarusi/Oe3paznuyue, BO30Y KIEeHUE, arpeccusi, JeTpeccus, TPeBoOra,
Pa3ApPaKUTENbHOCTE/ NaOMIIbHOCTh, nuchopus, abeppaHTHOE IBUTATENbHOE MOBEIACHHE, Open,
TAJUTIOLIMHALIMY, OK3aJIbTalus/3i(opus, TMCUX03, PACTOPMONKEHHOCTb, HApPyIIEHUs CHA W
HOYHOTO TIOBE/ICHHUS HJIH PACCTPONCTBA AIETUTA M MUIIEBOTO MOBENEHUSI.

B npyrom acnekre, HacTosiee n300peTeHHe OTHOCUTCS K MPUMEHEHHIO PELEeNTOPHOrO
aronncra 5-HTs;, B wactHocTH wm3omponui-3-{5-[1-(3-MeTOKCHIIPONII) TUITePUIUH-4- 111 ] -
[1,3,4]okcagnazon-2-un}-1H-uanazona wnu ero (apmarieBTHUECKH MPHEMIIEMOW COJIM, B
KOMOWHAIIMM C CEJIEKTUBHBIM HHTHOUTOPOM OOpaTHOrO 3axBaTa CEPOTOHMHA MJISl JICUSHHS
TETIPECCUU.

B npyrom acnmekre, Hacrosimee H300pETEHHE OTHOCUTCS K (apMaleBTHUECKOH
KOMIIO3UIIUN Il TPUMEHEHHs] B JICUEHUH JEMEHIMH U3-32 MEHOMAay3bl, CTap4YeCKOro
cnaboyMusi, KOTHUTUBHBIX HapYLIEHUH, CBSI3aHHBIX C IIN30(peHel, 1enpeccu, KOTHUTUBHOTO
HApYIIEHHs, BBI3BAHHOI'O XUMHOTEpAnHet, U MOBEJEHUYECKUX M TICUXOJOTMYECKHX CHMIITOMOB
OeMEHIMH,  conmepskameidl  peuentopHbid  aronuct  S5-HTi,  wmsonmpormn-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-mi|-[ 1,3,4]okcaanazon-2-mn -1 H-uanazon 15017t ero
(bapmMareBTHIECKH PUEMIIEMYIO COJIb U €0 (papMalieBTUYECKH NPUEMJIEMbIE BCTIOMOTaTeIbHbIE

BCIICCTBA.



KPATKOE OITHCAHUE YEPTEXXEN

@durypa 1 mnokasbBaer d¢dexkr coenuHeHMA-1 Ha CBOWCTBA, YJIy4LIAOIINE
IIO3HABATENIbHbIE CIOCOOHOCTH, MpPHUMEHsSs 3aJayd paclo3HaBaHHE OOBEKTOB Yy KpBIC C
yIlaJI€HHbIMU STHYHUKAMH.

durypa 2 mnokasbiBaeT 3(p¢pekrT coequHeHusA-1 Ha AeQULUT MaMATH, CBSA3aHHBIA C
KOTHUTHBHBIMH HapylIeHUsIMY, BbI3BaHHbBIMU DOX.

@urypa 3 mnokasbiBaer 3pdexT coenuHeHHs-1 Ha OePUUUT MaMsTH, CBA3AHHBIA C
KOTHUTUBHBIMU HapylLleHUussMH, Bbl3BaHHbIMU MK-801.

durypa 4 mnokasbBaeT 3pdexT coenuHeHHs-1 B TOMMHATHO-TIOAYMHEHHOW MOJENN
(DSM) nenpeccumn.

durypa 5 mokaseiBaeT 3¢p¢ekrT coeauHeHHs-1 B KOMOMHAIIMM C MAapOKCETHHOM Ha
MOJYJIALIUIO CEPOTOHMHA B BEHTPAJIbHOM TUIITIOKaMIIE.

durypa 6 nokasbiBaet 3pdexT coenuHerns-1 Ha ypoBHH arpeccun Meitieit CD1.

durypa 7 nokasbeBaeT 3pdexr coenuHeHMs-1 B TeCTe MPUHYAUTEIBHOIO IJIABAHUS HA
MBIIIAX.

HOJAPOBHOE OITMCAHUE HACTOSIIIEI'O N3OBPETEHHUSA

Ecnu He yka3aHO WHOE, CIEAYIOLINE TEPMUHBI, MPUMEHSEMbIE B OMHMCAHUH U (popmyie
n300peTeHNs], UMEIOT 3HAYECHUS, YKa3aHHBIC HIDKE:

Tepmun “5-HTs peuentopHbIil aroHUCT , KaK NMPUMEHSIOT B HACTOALIEM H300PETEHHH,
OTHOCUTCSl K JIUTAHAY WIH JIEKapCTBEHHOMY CPENCTBY, KOTOpBIH 0OJamaer CpOACTBOM K
ceporoHnHOBOMY 5-HT4 perientopy, ycuiauBaeT WM yaydmaer (GyHKIMOHHPOBAHUE PELENTOPA
5-HTs. Ilpumep 5-HTs peuentopHoro aroHucra mpeacrasiseT coOoit msonpomnuin-3-{5-[1-(3-
MeTokcunporui)nunepuann-4-ui|-[ 1,3,4]okcaanaszon-2-un -1 H-unnazon 15R)05 ero
(apmaLeBTHYECKH TIPUEMIIEMYIO COJb.

ITpumepsr (apManeBTUYECKH MPUEMIIEMON COJHM YKA3aHHOTO BBIIIE COETUHEHUS
BKJIFOYAIOT, HO HE OTPAHUYHMBAIOTCS, U30MPOMNHII-3-{5-[1-(3-MeTOKCHIIPOIMII) TUIePUIUH-4- 111 |-
[1,3,4]okcanmnazon-2-un}-1H-uHnas3omn okcanar.

TepmuH "cenekTUBHBIH UHIHOUTOP OOPATHOTO 3aXBaTa CEPOTOHHMHA", KaK MPUMEHSIOT B
HACTOSIIEM M300PETeHUH, MPEACTABISIET COOOH XUMHUYECKOe COSNUHEHHE MU JIEKAPCTBEHHOE
CPEICTBO, KOTOPOE CEJIEKTUBHO MHTHOUPYET peabCcopOIuio miu oOpaTHBINA 3aXBaT CEPOTOHUHA B
MO3re, Jenasi JOCTYIHBIM Oonbliiee KOJNUYECTBO CEPOTOHMHA. I[IpuMepsl CEIeKTHBHOIO
uHruouTopa OOpPaTHOrO 3aXBaTa CEPOTOHMHA MPEACTABISIFOT COOOH MApOKCETHH, LUTAJIONPAM,
scuyurajonpaM, (GIYOKCETHH, CEPTPAIMH, AAINOKCETHH WM BHJIA30IOH HIH (hapMaLeBTHUECKH
NPUEMIIEMYIO COJIb. bojiee MpenmnouTHUTENbHO CEeNEeKTUBHBIM HHTHOUTOpP OOpaTHOro 3axBaTa
CEepOTOHHMHA MPECTABIAET COOOH MapOKCETHH WK (hapMaLEBTHUECKH TPHUEMIIEMYIO COJIb.

Tepmun, “nemeHnMs n3-3a MEHOMAy3bl , KaK MPUMEHSIOT B HACTOSINEM H300PETEHHH,
OTHOCHUTCSl K CHIDKEHUIO KOTHUTHUBHBIX (DYHKIMH, NOTEpU NaMATH, 3a0BIBUMBOCTH WM
HapYLICHUIO MaMSTH B MOMYJISALUU JKEHIIUH B IIEpUMEHONay3ajJbHOM WM OCTMEHONAy3aJIbHOM
BO3pacTe WM OBAPUIKTOMUPOBAHHOM COCTOSIHUU.

Tepmun, “crapueckoe cnaboymue’, Kak NPUMEHSIOT B HACTOSIIEM HU300pETeHUH,



OTHOCHUTCSI K JE€MEHLIUHU H3-32 €CTECTBEHHOIO CTapeHMs, KOTOpas BO3HUKAET Yy MOXKHUIOTOo
HaCeJleHus.

TepmuH, “KOTHUTHBHBIE HAPYLIEHUs, CBA3aHHbIE C LMIM30(peHHEN”’, KaK MPUMEHSIOT B
HACTOSIIEM M300PETEeHNH, OTHOCUTCSI K KOTHUTHUBHBIM HAapyLIEHUSAM LH30(QpeHun (OJHOMY M3
KJIFOUYEBBIX CUMIITOMOB), KOTOPbIE Pa3BUBAIOTCS BO BpeMms mu3odpenun. Hapyienue sBIstoTCS
OT YMEPEHHBIX IO CEPbe3HBbIX IO HECKOJBbKHM HAIPaBJICHUSIM, BKJIIOYas BHHUMaHHE, pabOuyro
HaMsTh, BepOabHOEe 00yUYEeHUE U MTaMITh, U UCTIONHUTENIbHbIE (DYHKIINH.

TepmuH, “menpeccus’’, Kak TPUMEHSIOT B HACTOSIIEM H300PETEHUH, OTHOCHTCS K
MICUXUYECKOMY PaCcCTPONCTBY, XapaKTePU3YIOIIEMYyCsl CTOWKHM IO/IaBJIEHHBIM HAacCTPOEHHEM
WIM TOTepell WHTepeca K 3aHATUSM, 4YTO TPUBOAUT K 3HAYUTEIbHBIM HAPYIICHUSM
MOBCEAHEBHOMN XXKU3HU.

TepmuH, “KOTHUTUBHOIO HapyllEHHUs, BBI3BAHHOTO XUMHOTEpanuei”’, Kak MPUMEHSIOT B
HACTOSIIEM HM300PETEHUH, OTHOCHTCS K XHUMHYECKOMY MO3Ty, 0O0O3Ha4aeT KOTHUTHBHBIC
U3MEHEHHUs, KOTOPble BO3HUKAIOT KakK MOoOOUYHbIH 3¢ ekt xumuorepanuu. [[aHHbIE H3MEHEHUS
MOTYT OBbITh BPEMEHHBIMH H3MEHEHUSIMH MaMSATH M MBICIUTEIBHOrO mnporecca. KorHutusaoe
HAapYyLICHWe, BBI3BAHHOE XUMHOTepamnuel, OOBIYHO BKJIIOYAET OAWH WM HECKOJIbKO W3
CJIEYIOIINUX CUMIITOMOB, TPYJAHOCTH C KOHLIEHTpAledl U MBILIUIEHHEM U MHOT03aJavyHOCTBIO,
CHIDKEHHE TaMATH, COKpAIleHHe KOHLEHTPAlMd BHUMAHUS W/WIM YyBCTBO J€30PTaHU3ALINU.
KorautuBHOe HapylleHue, BbI3BAHHOE XHUMHOTEpanuel, MOKET OBITb pe3yJbTaTOM IIHPOKOTO
CIEKTPa XMMHOTEPANEBTUUECKUX CPEACTB.

TepMun “noBeneHveckre M IMCUXOJOTMYECKHE CHUMITOMBI JNEMEHLIMH OTHOCHUTCSA K
anatun/0e3pazIundmio, BO30Y KIECHHIO, arpeccum, Jenpeccum, TpeBore,
Pa3apakKUTENbHOCTH/ MTaOUIBHOCTH, AUCHOpUM, aOeppaHTHOMY JBUTATENbBHOMY MOBEIEHHIO,
Openy, raJUFOLMHALMAM, 3K3aJIbTalUH/SH(POPUN, MCHX03y, PACTOPMAKUBAHMIO, HAPYLICHUSM
CHA W HOYHOIO MOBEACHMUs WU PACCTPONCTBAM AamnMNeTHTa W IUINEBOrO MOBEACHUS H3-3a
nemeHiuu. OH TaKke OTHOCHTCS K JOOOMY (PU3NYECKOMY WM CJIOBECHOMY MOBEICHHIO
NAIMEeHTOB C JEeMEHLuel, KoTtopoe umeeT 3(P(eKkT nmpuYrHEeHUs Bpena WU OTTaJKUBAHUS
APYTUX, W BKIKOYAET arpeCCUBHOE MOBENEHHUE, TaKOe KaK W30WEeHHe, MUHKH, YKYCbl U KPUKH.
IloBeneHueckne W NCUXOJIOTMYECKHE CHMITOMBI JEMEHIMH BKJIOYAIOT MOBEACHYECKHUE U
NICUXOJIOTHUYECKHue cuMNTOMbl Oonesnn Agbureiimepa (BA), Oomesnm Ilapkuncona (BIT),
nemenuu ¢ tenpiamu Jlesu (JATJI), KOTHUTUBHBIX HAPYIIEHUH MPH COCYAUCTON NEMEHIHU U
no6Ho-BucouHoi nemeniuu (FTD). IlpeanoytutensHO, MOBENEHYECKHUE U TICUXOJOTUYECKHE
CHMITOMBI JI€MEHIMH BBIOpaHbl W3 amartun/Oe3pasmuuuss npu BA, arpeccun mnpu BA,
B030y:knenus npu BA, nenpeccun npu BA, Tpesoru npu BA, pa3znpaxutenbHOCTH/ Ta0HIBHOCTH
npu BA, mucdopun npu BA, abeppantHoro apurarensHOro noseneHus npu bA, 6pena npu bA,
rajurounHauui npu bA, sx3ansranuu/siidgopun npu BA, ncuxosa npu BA, pacropmoskeHHOCTH
npu BA, HapylieHuil cHa MU HOYHOIO IOBEAECHUS WU PACCTPONCTB ammeTUTa U MULIEBOrO
nosenenus npu bA, amarun/Gespaznuuus npu bII, arpeccun mpu BIL, Bo3Oyxnenus npu BII,
nenpeccun npu BIL, Tpesoru mpu BII, pasppaxkurensHocTi/nadbunpHocTH npu BIL, nuchopun

npu BII, abeppantHoro asurarensHoro noseaenus npu bIL, 6pena npu BII, ranmonunanuii npu



BII, sx3aneranuu/>idopun npu BI1, ncuxosa npu BI1, pactopmoxennoctu npu BI1, Hapymennii
CHAa ¥ HOYHOTIO MOBEAEHUS UJIN PACCTPONUCTB alneTUTa U MUILEBOro noseaenus npu bII.

®paza "repaneBTuuecku >(PQeKTHBHOE KOIMUECTBO" OMPEAENSIOT KaK KOJUYECTBO
COEIUHEHHs HACTOSLIEr0 H300peTeH s, KOTOpoe (1) JIEUUT KOHKPETHOE 3a00JIeBaHNe, COCTOSTHHIE
WJIN PacCTPOMCTBO, (i1) yCTpaHseT OOUH MM HECKOJIBKO CHMIITOMOB KOHKPETHOTO 3a00JIeBaHMS,
COCTOSIHUSI WJIM paccTporicTBa M (iil) 3amep:KUBaeT BOSHMKHOBEHHE OJHOTO WJIM HECKOJIbKUX
CHMIITOMOB KOHKPETHOTO 3a00JIeBaHMs, COCTOSHMS WJIM pPAacCTPONCTBA, OIMCAHHOTO B
HACTOSIIEM H300pETEHHH.

TepmuH, “dapmManeBTHYECKH TIpUEMIIEMasi COJb , KaK MPUMEHSIOT B HACTOSIIEM
u300peTeHNH, OTHOCUTCS K COJIIM AKTUBHOIO COEIMHEHHMs W TOJYyYalT peakuuer ¢
COOTBETCTBYIOIIEH OpPraHNYeCKON MJIM HEOPTAaHUYECKOW KUCIOTONW WM NPOU3BOAHBIM KHCIIOTH,
B 3aBHCHUMOCTH OT KOHKPETHBIX 3aMeCTHTeNeH, OOHAPYKEHHBIX B COEIMHEHUSIX, ONHUCAHHBIX B
HacrosimeM u300pereHnH. PapMmarieBTUYECKH IpHEMJIeMas COJIb  BKJIOYAaeT, HO He
OTPAaHMYUBAETCS, ME3WJIAT, THAPOXJIOPHI, OKcajaT, ¢ymapaTr, CyKUUHAT, OeH30JCysb(OoHAT,
TapTpar u u nonodHele. [IpeanouruTenpHo, hapMaleBTHUECKH IpUEMIIeMasi COJb TPEACTABIISET
coboli oOkcanmatHyr0 H (ymapaTHyr coiu. bomee NpeArnodTHUTENbHO, (papMaleBTUYECKH
npuemMIIeMasi COJIb PEACTABISIET COOOH OKCAJAaTHYIO COJb.

Tepmur “mauueHT”, Kak NPUMEHSIOT B HACTOSAIIEM HW300PETEeHHH, OTHOCUTCA K
KUBOTHOMY. IIpennoutuTenbHO TepMUH “NAallMEHT  OTHOCHUTCS K MJIEKOMHUTANoIIeMy. TepMuH
MJIEKOIIUTAIOLIEE BKJIIOYAET JKUBOTHBIX, TAKUX KaK MBIIIH, KPBICBI, COOAKH, KPOJHMKH, CBUHBH,
00e3bsiHBI, JIOoWIaau, roinyou, adpUKaHCKHE INMOPLEBbIE JATYIIKH, PBIOKM TAHHO, MOPCKHUE
CBUHKH U JIIOAU. bonee npeanouTUTEeNbHO MaLMEHTOM SIBJISIETCS YETIOBEK.

CoenuneHue-1, Kak TNPUMEHSIOT B HACTOSINEM HM300pETEHHH, MPEACTaBISET COOOH

nzornponui-3-{5-[1-(3-meroxcunponun)nunepuann-4-unl-[ 1,3,4]Jokcaguaszon-2-wmn } - 1 H-

MHJA30J OKCaJIaT, KOTOPbII UMEET XUMHUYECKYIO CTPYKTYPY;
O_

Coenunenne-1 u ero mnomyuenue ommcanbl B US9079894 u US10005711,
COOTBETCTBEHHO.

Tepmun, "nedenne", Kak MPUMEHSIOT B HACTOSIIEM H300PETEHUH, OTHOCUTCS K JIFOOOMY
JIEYSHHIO 3a00JIEBaHMS Y MIIEKOTIUTAIOIIETO, BKIIIOUas: (2) 3aMeIeHne WK OCTAHOBKY Pa3BUTHUS
KJIIMHUYECKUX CUMITTOMOB; W/niH (0) BEI3bIBAHHE perpecca KIMHUYECKUX CHUMITTOMOB.

Tepmun, "coenquHeHue Ay MpUMEHEHUA", KaK MPUMEHSIOT B HACTOSINEM H300pETEHHH,
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OXBAaTbIBAECT OJIHO WJIM HECKOJBbKO u3 cienyromero: (1) mpumeHenue coenuneHus, (2) crocod
NPUMEHEHUs1 coenuHeHus, (3) mpuMeHeHue i JieueHus, (4) npuMeHeHue sl IPOM3BONCTBA
(dapmMaeBTHUECKON KOMITO3UIHI/IEKAPCTBEHHOTO CpeAcTBa st JiedeHuss win (5) crmocod
JIeUeHHs1/ TIpeIOTBPAILEeHHs1/OCIa0IeH U1/ IOAaBIeHNs], BKIIOYAIOLINN BBeeHUEe 3P PEeKTHBHOIO
KOJINYECTBA AKTUBHOT'O COETMHEHUS HYKIAIOLIEMYCsl MTALEHTY.

BapuanTs! ocymecTBJIeHHS

Hacrosimee wu3o0pereHne BKJIIOYAET BCE IPUMEPBHI, OIMCAHHBIE B HACTOSLIEM
nu3o0pereHny, 0e3 OrpaHUYEHUs, OTHAKO MPEANOYTHTEIbHbIE ACTIEKTHI U 3JIEMEHThI HACTOSILIETO
u3o0pereHust OOCY)KHAOTCS B HACTOSIIIEM HU300peTeHHH B (opMe CIeAyImUX BapUAHTOB
OCYIECTBIICHHSI.

B onmHOM BapuaHTe OCYINECTBJICHUS, HACTOsIee H300pETEeHHE OTHOCHTCS K CIocoly
JeyeHns 3a0O0JIeBaHUH HIIM PacCTpPOHCTB, omocpenoBaHHbIX 5-HTi penenTopom, mpumeHnsis S-
HT, penenropnslii aronuct; rae S-HT4 penenTopHbIil arOHUCT MPEACTABISIET COOOH U30MPOITHII-
3-{5-[1-(3-meTokcunponun)nunepunun-4-ui|-[ 1,3,4 Jokcanuazon-2-un } - 1H-ungaszon wim ero
bapManeBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYILIECTBICHHUs, HACTOsIIee M300pPETEHHE OTHOCHUTCS K CIocoly
JeUeHUsT NEMEHLIMU H3-32 MEHOIAay3bl, CTAPUYECKOro ciaboyMusi, KOTHUTHBHBIX HapyIIEHHH,
CBSI3aHHBIX C  INIH30(QPEHHEH, MAeNpeccud, KOTHUTUBHOIO  HAPYLIEHHs, BBI3BAHHOTO
XUMHOTEpanuen, U MOBEASHYECKHX U MCHUXOJOTHYECKUX CUMIITTOMOB JA€MEHIINH, BKIIFOYAOIIEMY
BBEJICHUE HYXJAIOLIEMyCsl TAalMEHTy TepaneBTHdecku s¢dextuBHoro komudectsa S-HT;
peuenTopHoro aronucra, rae S-HTs penentopHslil aroHUCT npencTasiseT coO0i U30mponui-3-
{5-[1-(3-merokcunpormum)nmunepuana-4-un|-[ 1,3,4|Jokcanunazon-2-mn}-1H-ungazon  wimm  ero
bapmMareBTHIECKH IPUEMIIEMYIO COJIb.

B npyroMm BapuaHTe OCYILIECTBJICHHs, HACTOsIIee M300pETeHHEe OTHOCHTCS K CIocoly
JeUeHHUs] AEMEHLUH W3-32 MEHOINAay3bl, BKJIIOYAIOLIEMY BBEIEHHE HYXKAAIOLIEMyCsl MALUeHTY
tepaneBTruecku 3(dextuBHoro kojuuectsa 5-HT4 penentopHoro aronucra, rae S5-HTs
peLenTOPHbIN ArOHHUCT MPEACTABIISIET co0oii usonponui-3-{5-[1-(3-
MeTokcunpomnu)nunepuana-4-wun|-[ 1,3,4]okcaanazon-2-un -1 H-unnason WJn ero
(apMaleBTHYECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBJICHHUs, HACTOsIIee M300pETeHHE OTHOCUTCS K CHOCOOY
JEYEHHsT CTapYeCKOro CiadOyMHus, BKIIOYAIOLIEMY BBEACHHE HYKIAKOMIEMYCs MALUEHTY
tepaneBTruecku 3(dextuBHoro komuuectsa S5-HT4 peuentoproro aronucra, rae S5-HTy
pPEeLEenTOPHbIN ArOHHUCT MPENCTABIISIET co0oii usonpormi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-wmn|-[ 1,3,4]okcaanazon-2-mn -1 H-uanazon WJIN ero
bapmManeBTUIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYIIECTBIECHHUs, HACTOsIIee M300pPETeHHE OTHOCHUTCS K CIocoly
JIeYeHNsT KOTHUTUBHBIX HAPYIIEHHUH, CBA3aHHBIX C LIM30(peHHel, BKIOYAIOIIEMY BBEIEHUE
HY>KIAIOLIeMyCsl TIAIIMEeHTY TepaneBTudeck >¢dextusHoro xommuecrsa S5-HTs penentopHOro
aronucra, rae S5-HTs4 penentopHslii aroHuCT mnpexacraBisger coboil mzompormi-3-{5-[1-(3-

MeTokcunpornmn)nunepuana-4-mn|-[ 1,3,4]okcagnazon-2-mn -1 H-uanazon UJIN ero



11

bapmMareBTHUECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBIECHHUs, HAcTOsIee M300pETeHHE OTHOCUTCS K CHOCO0Y
JeUeHHs JETIPECCUH, BKIIOYAIOIIEMY BBEICHHE HY)KOAIOIIEMYCs MALUEHTY TEePareBTHUECKU
s¢p¢pexruBHoro kommuectsa 5-HTs penenroproro aronucra, rae 5S-HTs penentopHblii aroHuct
NPECTABISAET coboi usonponui-3-{5-[ 1-(3-merokcunponum)nunepuanH-4-ui|-
[1,3,4]okcanmnazon-2-mi}-1H-unnazon win ero papmManeBTHUECKU TPUEMIIEMYIO COJIb.

B npyrom BapuwaHTe OCYIIECTBIEHMs, HACTOsIIEe H300pETeHHEe OTHOCHUTCA K CIocod
JICYSHHsT JIETIPECCUH, BKJIIOYAIOLIEMY BBEICHHE HYKIAIOIIEMYCs TMALUEHTy TepaneBTHUECKU
s¢pextuBHOro konmvectsa S5-HT; perentopHOro aroHMCTa U CENEKTHBHOTO HMHIHOUTOpPA
oOpatHoro 3axpata cepoToHuHa;, rae S5-HTs4 peuentopHblii aroHUCT mpeAcCTaBisieT coOOH
usonponui-3-{5-[ 1-(3-merokcunpornun)nmunepuaun-4-un|-[ 1,3,4|okcanuazon-2-un } - 1 H-
MH/IA30J1 WK er0 (PapMaLieBTHUECKU TPUEMIIEMYIO COJIb.

B npyrom BapmaHTe OCYIIECTBICHMs, HACTOsIIee H300PETeHHE OTHOCUTCS K CIOCO0
JICUSHHsT JICTIPECCUH, BKIIOYAIOLIEMY BBEICHHE HY)KTAIOIIEMYCS TMALMEHTY TePareBTHUECKU
3¢ dpexkTuBHOrO KOJIMYECTBa uzonponui-3-{5-[ 1-(3-merokcunponun)munepuana-4-ni| -
[1,3,4]okcannazon-2-un}-1H-uanazona win ero (apManeBTHUECKH TNPUEMIIEMON COJU U
CEeNIEKTUBHOIO HMHruOHMTOpa OOpPAaTHOrO 3axBaTa CEPOTOHWHA, I/€ CEJNEKTUBHBIA HHTHOUTOP
o0paTHOro 3axBaTa CEPOTOHMHA BBIOPaH M3 TMAPOKCETHHA, LUTAJIONpaMa, 3CLHTAIONpama,
¢ayokceTnHa, cepTpaInHa, JAMOKCETHHA U BUJIA30/I0HA WM UX (papMalleBTUYECKU MTPHEMIIEMO
COJIH.

B npyrom BapuaHTe OCYLIECTBIECHUs, HACTOsIee M300pETEHHE OTHOCUTCS K CIOcoOy
JIeYeHUs] KOTHUTHBHOTO HAPYLIEHHUS, BBI3BAHHOIO XMMHUOTEpanuel, BKIIOYAIOIIEeMy BBEIECHUE
HY>KJAIOLIeMyCsl TIALIMEeHTy TepaneBTudecku s(dextTusHoro xonuuecrsa 5-HT4 penentopHOro
aronucra, rae S-HTs4 peunentopHbiii aroHuUCT mpexacraBiser coboit usomponui-3-{5-[1-(3-
MeTOKCHITpon)nunepuanH-4-un|-[ 1,3,4]Joxkcanuazon-2-un } -1 H-unnason WIH ero
(bapMaleBTHUYECKH TPHEMJIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBJICHHUs, HACTOsIee M300peTeHHEe OTHOCUTCS K CHOCO0Y
JICYSHHS TIOBEICHYECKUX U MCUXOJIOTHYECKUX CHMIITOMOB AEMEHIIMH, BKJIOYAOIIEMY BBEICHUE
HY KIAIOLIeMyCsl TIAIMEeHTY TepaneBTudeck >¢dexTuBHoro xommuecrsa S-HT, penentopHOro
aronncra, rae S5-HTs4 penentopHbliii aroHucCT mpexacraBiser coboil mzompormi-3-{5-[1-(3-
MeTokcunponun)nunepuana-4-mn|-[ 1,3,4]okcaanazon-2-un -1 H-uanazon U1 ero
(bapManeBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYIIECTBICHHUs, HAcTOsIee M300pEeTeHHE OTHOCUTCS K CHOCO0Y
JEYSHHUsT TIOBENEHYECKUX M IICUXOJIOTUYECKUX CHMIITOMOB JE€MEHIMH, BBIOPAHHBIX U3
anatun/6e3pasnnyus, BO30Y KICHM, arpeccuu, TeTpeccu, TPEBOTH,
Pa3pPaKUTENbHOCTH/ TAaOMIBHOCTH, aucopun, aOeppaHTHOTO JBHUIaTEJIbHOTO TIOBEICHUS,
Opena, raJUTFOIMHALIAH, 5K3aIbTaln/3H(pOPHH, TICHX03a, PACTOPMAKUBAHUS, HAPYIIEHHH CHA U
HOYHOTO TIOBEIEHUS WM PACCTPOICTB anmeTuTa M MUINEBOrO MOBENEHMS, BKIIOYANOIIEMY
BBEJICHUE HYXXJAIOLIEMyCsl TAalMEHTy TepaneBTudecku s¢¢exktuBHoro kommyecrsa S-HT;

peuenTopHoro aronucra, rae 5-HTs penentopHslii aroHUCT npencTasiseT coO0i u30mponui-3-



12

{5-[1-(3-merokcunponmm)nunepuaua-4-min|-[ 1,3,4]Jokcagnazon-2-un}-1H-ungazon  wmm  ero
bapmMareBTHYECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBIEHMs, HACTOsIIee HM300pETeHHE OTHOCUTCS K CIOCO0Y
JeUeHus anaTuu/0e3pasnuuus NpU AEMEHLHH, arpeccud NpU JEeMEeHLIMH, BO30Y>KAEHUS Npu
JI€MEHILIH, JeTIpeccun npu JeMEHLIUH, TPEBOTH npu JeMEHLIUH,
Pa3apaXKUTENbHOCTH/MAOUIBHOCTH MPU JEMEHIMH, AUCHOPHM NPH AeMEeHUUH, abeppaHTHOro
ABUTAaTeJIbHOIO IMOBEIACHUS MpU JAEMEHLWH, Opeaa MNpH JAeMEHLHH, TaJUIFOLUHALMNA IpH
JIEMEHIIUH, SK3aJIbTaluu/>i(popun Mpy NEMEHLINH, TICUX03a MPH IEMEHLINH, PACTOPMOKEHHOCTH
NpU JEMEHLWH, HApyIIeHWH CHAa M HOYHOrO TOBEICHMs WJIM PACCTPOMCTBA ammeThTa u
MUIIEBOTO TMOBENCHHUS MPU JEMEHIMH, BKJIIOYAIOLIEMY BBEIEHHE HYXKAAIOLEMYCsl MALUSHTY
TepaneBTHuecku 3(dextuBHoro kojuuectsa S5-HT4 peuentoproro aronucra, rae 5-HTs
peLenTOPHbIN ArOHHUCT MPENCTABIISIET co0oii usonpornmi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-wun|-[ 1,3,4]okcaanazon-2-mn -1 H-uanazon WA ero
(dapMareBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYILIECTBICHHUS, HAcTOsIee M300peTeHHE OTHOCUTCS K CHOCO0Y
nedeHus: amnatuw/Oe3pasnuyus Tpu  Oone3HUW  AjbUreriMepa, arpeccMu  mpu  OOJIe3HU
AnbureiiMepa, BO30yXaeHuss mnpu Oone3HM AJblreliMepa, Aenpeccud Ipu  OOJe3HH
AnbureiiMepa, TpeBoru npu Ooyie3HH AJbLUredMepa, pa3apakUTeTbHOCTH/TA0MIBHOCTH TPU
Oonesnu Anbireiimepa, nuchopun npu Oone3Hn AnbLreiiMepa, abeppaHTHOTO JBUTATEILHOTO
noBeneHus npu 6one3nu Anbireiimepa, Opena mpu 0oe3HN AJbIreliMepa, TaJuUTFOLHHALUN TPH
Oone3nn Aunblreiimepa, sk3anbranun/stidopun npu Oone3HHW AJbLreiiMepa, IMCHUX03a IPH
Oone3nun Aublrefimepa, pacTOPMOXKEHHOCTH NpHu Ooje3HM AublreiiMepa, HapylIEHWH CHa H
HOYHOTO TIOBENEHHs WJIM PACCTPOHCTB AammeTHTa M NHIIEBOr0 MOBENEHHs Npu OOJe3HU
Anbireiivepa, amarun/Oespasnuuusi npu Oone3nu [lapkuHcoHa, arpeccuu mnpu Oose3HH
ITapkuHcoHa, Bo3Oy»xneHust mpu Oonesnu IlapkuHcoHa, nenpeccun npu Gonesnu IlapkuHCOHa,
TpeBorn Tipu Oone3Hu [lapKMHCOHA, Ppa3aPaKUTENBHOCTU/IAOUIBHOCTH TpH  OOJIEe3HU
IMapkuncona, nuchopuu npu G6onesnu ITapkuHCOHA, aOepPaHTHOTO IBHUraTEJIbHOTO MOBENEHUS
npu Oone3nu IlapkuHcona, Openma mpu OonesHum IlapkMHCOHA, TAJUTFOLMHALMNA TpU OOJIE3HU
[MapkunacoHa, sk3anbpranuu/shidopun npu Oonesnu IlapkuHcoHa, mcuxo3a mnpu  OoyNE3HH
[TapkuHCOHA, PACTOPMOKEHHOCTH mpH Ooje3nn IlapkMHCOHA, HAPYIIEHWH CHA W HOYHOTO
NOBEJICHHUSI WJIM PACCTPOICTB amlmeTuTa W MHUINEBOro MoBeAeHUs mnpu Oone3Hu IlapkuHcoHa,
BKJIFOYAIOIIEMY BBEACHHE HYXKNAKOLIEMyCsl TAalMEHTy TepaneBTHYecKH 3((eKTUBHOTO
konuuectsa 5-HTs peuentoproro aronucra, rae 5-HTs penentopHblii arOHHCT NPEACTaBISET
coboii  m3omnponui-3-{5-[ 1-(3-merokcunponun)nunepunus-4-mn]-[ 1,3,4]okcannazon-2-wmn }-1H-
MH/1A30J1 WK €r0 (PapMaLeBTHUECKU TPUEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBICHHUs, HACTOsIIee M300pPETeHHE OTHOCUTCS K CHOCO0Y
JeUeHUsT JEMEHLIMU H3-32 MEHOIAay3bl, CTapuecKOoro cnaboyMusi, KOTHUTHBHBIX HapyLICHUH,
CBSI3aHHBIX € INH30(QpPEHHeH, JAernpeccud, KOTHUTUBHOIO  HAPYLIEHHs, BBI3BAHHOTO
XUMHOTEpanuen, 1 NOBEAEHYECKHX U MCUXOJOTHYECKUX CUMIITTOMOB A€MEHIINH, BKIIFOYAIOIIEMY

BBEICHUE HYXXAIOLIEMyCsl TAalMeHTy TepaneBThHuecku s¢dextuBHoro komuuecrsa S5-HT;
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peuentopHoro aronucra, rae S-HTs penentopHbiii aroHUCT TPEACTABIISET COOONM U3OTPOIIHII-3-
{5-[1-(3-merokcunpormmm)nunepuann-4-mn|-[ 1,3,4 Jokcagnazon-2-nn } -1 H-unnason oxcanar.

B npyrom BapuaHTe OCYLIECTBIECHHUs, HACTOsIIee M300pETeHHE OTHOCUTCS K CIOCO0Y
JeUeHUs AEMEHIMH H3-32 MEHOIMAay3bl, BKJIIOYAIOLIEMY BBEIEHHE HYXKAAIOLIEMYCsl MALUEHTY
TepaneBTuuecku s¢dexTuBHoro komudectsa S5-HTs; peuenrtopHoro aronmcra, rae S5-HTy
peLenTopHbIi arOHHUCT MPEICTaBIISIET coboit uzonponui-3-{5-[1-(3-
MeTOKCcHIpon)nunepuanH-4-uil-[ 1,3,4]Jokcanuason-2-un } -1 H-unnason okxcanar.

B npyrom BapuaHTe OCYLIECTBJCHHUs, HACTOsIIee M300peTeHHEe OTHOCUTCS K CHOCO0Y
JCYEHHsT CTapYeCKOro CiabOyMusi, BKJIIOYAIOLIEMY BBEACHHUE HYKIAKOLIEMYCs TMAlUeHTY
TepaneBTruecku 3(dextuBHoro kojuuectsa S5-HT4 peuentopHoro aronucra, rae S5-HTs
peLenTOPHbIN ArOHHUCT MPEACTABIISIET co0oii usonponmi-3-{5-[1-(3-
MeToKcunporui)munepuann-4-un|-[ 1,3,4]okcagnaszon-2-nn } -1 H-unnason oxcanar.

B npyrom BapuaHTe OCYLIECTBJICHHUs, HACTOsIee M300pPETEHHE OTHOCUTCS K CHOCO0Y
JIeYeHUsT KOTHUTUBHBIX HAPYIIEHHUH, CBA3aHHBIX C LIW30(PEHHEH, BKIFOYANOIIEMY BBEICHUE
HY KIAIOILIeMyCsl TIAIIMEeHTY TepaneBTudeckn >¢dextuBHoro xommuecrsa S-HT4 penentopHOro
aronncra, rae S5-HTs4 penentopHslii aroHucCT mpexacraBisier coboii mzompormi-3-{5-[1-(3-
MeToKcunporuin)nunepuann-4-mn|-[ 1,3,4]okcagnazon-2-un } -1 H-unnazon okcanar.

B npyrom BapmaHTe OCyIIECTBIEHMs, HAcTOsIIee H300pETeHHE OTHOCUTCA K CHOCOO
JEUSHHs JAETIPECCHs], BKIIIOYANOIIEMY BBEICHHE HYKAAOLEMYCSl IMALUEHTY TepaneBTHYECKH
s¢p¢pexruBHoro kommuectsa S-HT4 penenropuoro aronucra; rae S-HTs penentopHslil aroHuct
NPECTABIISAET coboii usonponui-3-{5-[ 1-(3-meroxkcunponum)nunepuanH-4-ui|-
[1,3,4]okcagnazon-2-un}-1H-unnazon okcanar.

B npyrom BapuaHTe OCYIIECTBJICHHs, HACTOsIIEe H300pETeHHE OTHOCUTCA K CIOcod
JIeUeHHsl JAETPECCHsi, BKJIIOYAIOIIEMY BBEIECHHE HYKAAIOLIEMyCsl IMALUEHTy TepaneBTHYECKH
s¢pdexruBHoro kommyectsa S5-HT4 peunenTopHOro aroHucra M CEeNEKTHBHOTO HHIHOHTOpA
oOpatHoro 3axBata cepoToHuHa;, rae S5-HTs4 peuentopHblii aroHUCT mpeACTaBisieT coOOH
uzonponui-3-{5-[ 1-(3-meroxkcunponun)nunepuann-4-un|-[ 1,3,4 Jokcaguazon-2-un -1 H-
WH/1a30J1 OKCaJar.

B npyrom BapmaHTe OCYIIECTBICHMs, HACTOsIIee H300PETeHHE OTHOCUTCS K CIOCO0
JICYSHHsT JAETIPECCHsi, BKJIOYANOIIEMY BBEICHHE HYKAAIOLMEMYCSl MALUEHTY TepaneBTHYECKH
3¢ deKkTuBHOrO KOJIMYEeCTBa uzonponui-3-{5-[ 1-(3-merokcunponwn ) munepuana-4-ui| -
[1,3,4]okcannazon-2-un}-1H-nHna301 oOkcajgara W CEJEKTUBHOTO WMHruOWTOpa OOpaTHOro
3axBaTa CEPOTOHHMHA; T7€ CENEKTUBHBIM HHIHOUTOpP 0OpaTHOro 3aXBaTa CEPOTOHHMHA BBHIOpPAaH U3
MApOKCETHHA, LUTAJIONpaMa, >CHHUTaionpama, (JIyoKCeTHHa, CepTpajiHa, AANOKCEeTHHA W
BUJIA30/10HA WK (hapMaLeBTHUECKH PUEMIIEMON COJIH.

B npyrom BapuaHTe OCYLIECTBICHHUs, HACTOsIIee M300pPETeHHE OTHOCUTCS K CHOCO0Y
JIeYeHUs] KOTHUTUBHOTO HAPYLICHHUS, BBI3BAHHOIO XMMHUOTEpanuel, BKIIOYAIOIIEMYy BBEICHUE
HY>KIAIOLIeMyCsl TIAIIMEeHTY TepaneBTudeck >¢dexTusHoro xommuecrsa S5-HT4 penentopHOro
aronucra, rae S5-HTs4 penentopHblii aroHuCT mnpexacraBisger coboil mzompormi-3-{5-[1-(3-

MeTokcunpornun)nunepuana-4-wmi|-[ 1,3,4]oxkcaanazon-2-un -1 H-uanason okcanar.
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B npyrom BapuaHTe OCYLIECTBIECHHUs, HAcTOsIIee M300pPETEHHE OTHOCUTCS K CHOCO0Y
JIEYSHHS TIOBEICHYECKUX U MCUXOJIOTHYECKUX CUMIITOMOB AEMEHIINH, BKIIOYAIOIEMy BBEICHUE
HY>KZAIOILIeMyCsl TIALIMEeHTy TepaneBTudecku >¢dexTusHoro xonuuecrsa 5-HT4 penentopHOro
aronucra, rae S5-HTs4 penentopHslii aroHuct mnpexacraBisger coboil mzompormi-3-{5-[1-(3-
mMetokcunporui)nunepuaun-4-un|-[ 1,3,4]okcaanaszon-2-un } -1 H-unpaszon okcanar.

B npyroMm BapuaHTe OCYIIECTBJICHHs, HACTOsIIEe H300pETeHHE OTHOCHUTCS K CrocoOy
JICYCHUs] TIOBEJEHYECKUX W IICHXOJIOTHYECKMX CHMITOMOB J€MEHIMH, BBIOPAHHBIX U3
anatuun/0e3pasanyusi, BO30Y KICHHS, arpeccum, JeTpeccu, TPEBOTH,
pa3npakuTeNbHOCTH/ MabuabHOCTH, aucopun, abeppaHTHOTO JBHIaTEIbHOTO TOBEACHUS,
Opena, raJUTFOIMHALINH, SK3aIbTalK/>H(POPHH, TICHX03a, PACTOPMAKUBAHUS, HAPYIIEHUH CHA U
HOYHOTO TIOBEICHUSI HJIM PACCTPOICTB ammeTuTa M MUINEBOTO MOBENCHMS, BKIIHOYANOIIEMY
BBEJICHUE HYXXJAIOLIEMyCsl TAIMEHTy TepaneBTH4ecku 3¢dexkTuBHoro kommyecrsa S-HT;
perentopHoro aronucra, rae S-HTs penenTopHbiii arOHUCT MPEACTABISIET COOOM U3OMPOIIII-3-
{5-[1-(3-merokcunpormm)nunepuana-4-mn|-[ 1,3,4 Jokcagnazon-2-nn } -1 H-uanason okcanar.

B npyrom BapmaHTe OCYILIECTBICHHs, HACTOsIIEe HM300pETEeHHE OTHOCUTCS K CIOCO0
JeueHus anaTuu/0e3pasnuuus NpU AEMEHLH, arpecCud NpH IEeMEHIHH, BO30OYXKACHUS NpHU
TIEeMEHILUH, JeTIpeccun npu JeMEHLINH, TPEBOTH npu JIeMEHLINH,
Pa3APAKUTENbHOCTH/NTAOUIBPHOCTH TIPU IEMEHIHH, JUCPOpPHHM TpPU JeMEeHLUUH, abeppaHTHOTro
IBUTATEJIbHOTO TIOBEACHUS MPH JEMEHLHUH, Opena NpHU JEeMEHLIWH, TaJUFOLMHALNH Tpu
IEMEHIINH, SK3aJIbTaluu/>1(popun pyu 1eMEeHINH, TICUX03a MPH IEMEHIINH, PACTOPMOKEHHOCTH
IpU JEMEHLUH, HapYIIEeHUH CHA U HOYHOTO TIOBEJCHUS UJIM PACCTPOICTB anmeTUTa U MUIIEBOro
NOBENEHUs TMpPH  JAEMEHIMM, BKJIIOYAIOIIEMYy BBEJIEHHE  HYXJIAIOLIEeMyCs IalUueHTy
tepaneBTruecku 3¢ddextuBnoro kommuectsa S5-HT4 peuentoprHoro aronucra, rae S5-HTy
peLenTopHbIi ArOHHUCT MPEICTaBIISIET coboit usonponui-3-{5-[1-(3-
MeTOKCHITpon)nunepuanH-4-un|-[ 1,3,4]Joxkcanuazon-2-un } -1 H-unnason WIH ero
(bapMaleBTHYECKH TPUEMJIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBJICHHUs, HACTOsIee M300peTeHHEe OTHOCUTCS K CHOCO0Y
ngeyeHuss amaruu/Oe3paznuuus Tpu  Oone3Hu  Aublredimepa, arpeccuu npu  OOJe3HH
Anbureiimepa, Bo30yaeHuss mnpu OonesHm AJjplreliMepa, JAenpeccud  mpu  OOJe3HH
AnbureiiMepa, TpeBoru npu Oosie3HH AJbUreiiMepa, pa3apakUTeIbHOCTH/IA0WIBHOCTH TPU
Oonesnu Anbireiimepa, nuchopun npu Oone3Hn AnblreiiMepa, abeppaHTHOTO JBUTATEILHOTO
noBeNeHus nmpu OoJyie3Hu AjbireiiMepa, Opena rnpu 0ojie3Hrn AJbIreliMepa, TaJUTFOLMHALNN TTPH
Oonesnn Aublreiimepa, sk3anbpranun/stigopun npu Oone3Hu AunblrefiMepa, TNCHX03a TPHU
Oone3nn Aublrefimepa, pacTOPMOXKEHHOCTH mpH Ooje3HM AublreliMepa, HapyIIEHHH CHA |
HOYHOTO TIOBEICHUS WJIM PACCTPOHCTB aIleTHTa M MHUIIEBOrO IOBENEHUs NpH OOJe3HH
Anbureiimepa, amatuwn/Oespasnmuuust npu Oonesnu IlapkuHcoHa, arpeccun npu Oone3HH
[TapkunaCoHa, BO30YkneHus npu Oone3Hu IlapkuHcoHa, nenpeccun npu 6one3rn IlapkuHCOHa,
TpeBoru mnipu Oosne3sHu [lapkuHCOHA, pa3aPaKUTENbHOCTH/IAOWIBHOCTH TpH  OOJIe3HU
ITapkuncona, nucopuu npu O6one3nu IlapkuHcoHa, abeppaHTHOTO JBUTATEIBLHOTO TOBEIEHUS

npu Oone3nu IlapkuHcoHa, Opena mpu Oone3Hu IlapkuHCOHA, rajuFOUMHALMN TpU OOJIE3HU
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INapkuHcoHa, s3x3ampranuu/siipopun npu Oonesnu IlapkuHcoHa, ncuxo3a mnpu OONE3HH
ITapkuHCOHA, pacTOpMOXKEHHOCTH mpH Oone3Hu llapkuHCOHA, HapyIIeHHUH CHA W HOYHOTO
NOBENICHNUsI WJIM PACCTPOICTB ammeTuTa U IMUINEBOro nosefeHus npu Oone3Hu IlapkuHcoHa,
BKJIFOYAIOLIIEMY BBEACHHUE HYXKNAIOLIEMyCsl IALMEHTy TepaneBTHYeckH 3((eKTUBHOrO
xonuuectBa 5-HT4 peuenropnoro aronucra, rae 5-HTs4 peuenTopHblli arOHUCT NpeACTaBIseT
coboit m3onponui-3-{5-[1-(3-merokcunponmn)nunepuaus-4-wmi|-[ 1,3,4]okcanuazon-2-wmn }-1H-
MH/1a30J1 OKCaJar.

B eme apyrom BapuaHTe OCYIIECTBJICHHS, HACTOsIIee H300peTeHHe OTHOCHUTCS K
npumMeHennto 5-HT; peuentopHOro aroHucra B JiedeHHH 3a00JIEBAaHMHA WM PACCTPOMNCTB,
onocpenoBanubix 5-HTy penentopom, rae 5-HTs penenTopHbIil arOHUCT MpeacTaBisieT coOOH
uzonponui-3-{5-[ 1-(3-meroxcunpornun)nunepuann-4-mn|-[ 1,3,4 Jokcagnazon-2-mn }-1H-
MH/A30] WK ero (papMaLeBTUIECKH TPHEMIIEMYIO COJb.

B eme apyrom BapumaHTe OCYLIECTBJIEHHs, HACTOsIIee H300peTeHHe OTHOCHUTCS K
npumeHeHuro 5-HTs penenTtopHOro aroHuUCTa B JICYEHMM [AEMEHLUM H3-3a MEHOMNAy3bl,
CTapueckoro cnaboyMusi, KOTHUTUBHBIX HAPYLICHWH, CBS3aHHBIX C MH30(peHHneH, nenpeccuu,
KOTHUTHBHOTO  HApYIIEHWs, BBI3BAHHOIO  XUMHOTEpamveid, U  MOBEJEHYECKUX M|
MICUXOJIOTHYECKUX CUMNTOMOB neMeHuuu, rae S5-HTs peuenTopHbIi aroHUCT NpPenCTaBIsieT
coboii  m3omnponui-3-{5-[ 1-(3-merokcunponum)nunepunus-4-mn]-[ 1,3,4]Jokcanuazon-2-wmn }-1H-
MHJA30] WK ero (papMaLeBTUIECKU TPHEMIIEMYIO COJb.

B eme apyrom BapuaHTe OCYLIECTBJIEHHs, HACTOsIee H300peTeHHe OTHOCHUTCS K
OpUMeHEeHHI0  u3onponui-3-{ 5-[ 1-(3-merokcunponun)nmunepuann-4-unl-[ 1,3,4]okcannazon-2-
un }-1H-unnazona wim ero gapmManeBTUYeCKH NMPUEMIIEMON COJH B JIEYEHUU JEMEHLUU H3-32
MEHOIAay3bl, CTAPUECKOro caboyMHusi, KOTHUTUBHBIX HAPYIIEHHWH, CBA3aHHBIX C IINU30(peHUet,
JETpPecCuy, KOTHUTHUBHOIO HApYLIEHMs, BBI3BAHHOIO XUMMOTepamnued, W IOBEJEHUECKUX U
NICUXOJIOTHYECKUX CUMITOMOB JIEMEHLIUH.

B eme apyrom BapmaHTe OCYLIECTBJICHHs, HACTOsIee H300peTeHHe OTHOCHUTCS K
NpUMEHEeHH0  u3onpomnui-3-{ 5-[ 1-(3-merokcunponun)munepuann-4-mn|-[ 1,3,4]okcagnaszon-2-
wi}-1H-unnaszona wim ero gapManeBTUYECKH MPUEMIIEMOH COJIM B JICYCHHH JEMEHIIMU H3-32
MEHOTay3bl.

B eme apyrom BapuaHTe OCYLIECTBJICHHs, HACTOsIee H300peTeHHe OTHOCHUTCS K
NpUMEHEeHHI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunporunm)munepuann-4-mn|-[ 1,3,4]okcagnaszon-2-
wi}-1H-unnaszona win ero (¢apManeBTHUECKH MPUEMIIEMONW COJHM B JICUEHHH CTapUYeCKOro
cmaboymusi.

B eme apyrom BapumaHTe OCYLIECTBJIEHHs, HACTOsIIee H300peTeHHe OTHOCHUTCS K
NpUMEHEHHI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunpornum)munepuann-4-mn|-[ 1,3,4]okcannazon-2-
wi}-1H-unnazona winm ero (apManeBTHUECKH MPUEMIIEMOH COJNM B JIEYEHWH KOTHUTHUBHBIX
HApYILIEHNH, CBSI3aHHBIX C ITU30(pEeHNEH.

B eme apyrom BapuaHTe OCYLIECTBJIEHHs, HACTOsIEe H300pETeHHEe OTHOCHUTCS K
npuUMeHeHHo  u3onponui-3-{5-[ 1-(3-merokcunponun)nmunepuann-4-mn|-[ 1,3,4]okcannazon-2-

wn }-1H-unnazona wnu ero ¢papManeBTHUECKH PUEMIIEMON COJU B JICYEHUH ETIPECCHH.
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B nmpyrom BapmaHTe OCYIIECTBIEHHs, HACTOsAIIEe M300pETeHHE OTHOCHTCS K
npumeHennto 5-HT4 penentopHOro aroHucra B KOMOMHAIIMK C CENEKTUBHBIM HHIHOHUTOPOM
o0paTHOro 3axBaTa CEpOTOHHMHA, AN JedeHus aenpeccun;, rae S-HTs penenropHeiii aroHucT
NPECTABISAET coboii usonponui-3-{5-[ 1-(3-meroxkcunponum)nunepuanH-4-ui|-
[1,3,4]okcanunazon-2-ui}-1H-unnazon win ero papmManeBTHUECKU TPUEMIIEMYIO COJIb.

B eme apyrom BapuaHTe OCYLIECTBJICHHs, HACTOsIEe H300peTeHHe OTHOCHUTCS K
NpUMEHeHHI0  u3onpomnui-3-{5-[ 1-(3-merokcunponmn)nunepuans-4-nn|-[ 1,3,4]okcannazon-2-
win}-1H-uHnasona wiaum  ero  (¢apManeBTHYECKU MpPUEMJIEMON COJH, B KOMOWHALMK C
CEJIEKTUBHBIM WHTHOMTOPOM OOpaTHOrO 3axBaTa CEPOTOHMHA JUIS JICUEHUsS] JCTPECCUH;, TIe
CEeNIEKTUBHBIA HMHrUOMTOpP OOpaTHOrO 3axBaTa CEPOTOHMHA BBIOpAH M3 MAPOKCETHHA,
LUTAJIONIpamMa, SCIUTajIonpama, (ayoKCeTHHA, CepTPaINHA, JATOKCETHHA M BUJIA30/0HA.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOALIEE H300PETEHHE OTHOCUTCS K
NpUMEHEHHI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunpormun)munepuann-4-mn|-[ 1,3,4]okcagnaszon-2-
wi}-1H-unnazona wim ero ¢apManeBTHUECKH MPUEMIIEMON COJHM B JICYEHUH KOTHUTHBHOTO
HApYILIEHHs], BBI3BAHHOTO XUMHOTEPAIieH.

B eme npyroMm BapwaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NpUMEHEHNI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunporum)munepuann-4-mn|-[ 1,3,4]okcagnazon-2-
wi }-1H-unnazona wim ero gpapmManeBTHYeCKH MPUEMIIEMOH COJIM B JICYEHUN TOBEACHYECKUX U
NICUXOJIOTHYECKUX CUMIITOMOB JIEMEHIIHH.

B npyrom BapmaHTe OCYLIECTBIEHHs, HACTOsAlIEe H300pETeHHe OTHOCHTCS K
npuMeHeHno  u3onponui-3-{5-[ 1-(3-merokcunponun)nunepuans-4-mnl-[ 1,3,4]okcannazon-2-
wn }-1H-unnazona wim ero gpapmManeBTHYeCKH MPUEMIIEMON CONU B JIEYEHUU TOBEAEHYECKUX U
NICUXOJIOTUYECKHX CHMIITOMOB J€MEHLIUH, BBIOPAHHBIX M3 anmaTun/Oe3pasnuyusi, BO30YKAEHHS,
arpeccu, AENpPEecCHUH, TPEBOTH, Pa3APAKUTEIbHOCTH/IaOMIBHOCTH, Auchopun, abeppaHTHOro
IBUTATEJILHOTO  TOBENEHMs, Opena, TaJUTIOLMHALMKN, OK3aJbTauuu/3U(popuu, ICHUX03a,
pPacTOPMaKMBAHUsI, HAPYLICHWH CHA M HOYHOIO TOBEACHUS WM PACCTPOMCTB ammeTuTa u
MUILEBOTO MOBEICHHS.

B gpyrom BapmaHTe OCYIIECTBIEHHs, HACTOALIEe HM300pETEeHHE OTHOCHTCS K
NpUMEHEeHU0  u3onpomnui-3-{ 5-[ 1-(3-merokcunpormun)munepuann-4-mi|-[ 1,3,4]okcagnaszon-2-
wi}-1H-unanasona wim  ero  ¢apMaleBTHUECKU  NPUEMIIEMOH  COJM B JICYCHHH
anatun/0e3pas3auyus Mpu AEMEHINH, arpecCHH NPU JEeMEHLNH, BO30OYKIEHHs NPU EMEHLINH,
IETPECCUN TPU JEMEHIMH, TPEBOTH NPH JAEMEHIHMH, DPa3IpaKUTEIbHOCTH/IaOWUIBHOCTH TPU
AeMeHLUH, TUCHOPUN TIPH IEMEHLINHY, a0epPaHTHOIO ABUTATEIbHOTO TIOBEICHHUS TIPU IEMEHLINY,
Opena mpu AEMEHINH, TAUTIOLHHALNN NPU JEMEHLIUH, 3K3aIbTaluu/5H(POpuN Ipu JEeMEHLIUH,
IICHX03a TPU JEMEHIWH, PACTOPMOXKEHHOCTH TNPU JOEMEHLUH, HApyLUIeHHH CHa W HOYHOI'O
NOBEJICHUS] WJIM PACCTPONCTB aIIETHTA U MUIIEBOTO MOBEICHUS PU JEMEHLINH.

B nmpyrom BapmaHTe OCYIIECTBIEHHs, HACTOsAIIEe M300pETEeHHE OTHOCHTCS K
NpUMEHEHUI0  u3omnponi-3-{5-[ 1-(3-meTokcunponn)munepuana-4-wmi|-[ 1,3,4|okcannazon-2-
wi}-1H-uanasona wim  ero  ¢dapMaleBTHUECKU  NPUEMIIEMOH  COJMM B JICYCHHH

anarun/Oe3paznuunsi mpu Oojie3HH AJiblreliMepa, arpeccuu mpu OonesHH AubLreiMepa,
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BO30YkKneHus npu Oone3Hu AubLreiimepa, Ienpeccuu npu 0one3Hu AnblreiiMepa, TPEBOTH IPH
OonesHun AublreiiMepa, pasIpaskKUTEIbHOCTH/JIAOWIBPHOCTH Tipu Ooje3Hu AublreiMepa,
nuchopuu npu 6one3Hn AnblLreliMepa, aOeppaHTHOrO JIBUTATEIbHOTO MOBEAEHHS NpU O0Je3HU
Anbureiimepa, Opena npu Oone3Hu AnblrefiMepa, raJultOIMHALIMEN pu Oone3Hu AubLreliMepa,
sk3ajbraimu/>idopun npu OonesHu AdjbureriMepa, mcuxo3a npu Oone3Hu Aublreiimepa,
PAaCTOPMOKEHHOCTH Npu OoJie3HM AJjbLreliMepa, HApyIIEHHH CHA M HOYHOTO INOBEINCHUS WM
pacCTpOMCTB  ammeTuTa ©  NHIIEBOr0  MOBeNeHHs npu  Oone3sHH  AJjbLrelimepa,
anarun/Oe3pasnuuusi npu Oonesnu IlapkuHCOHA, arpeccun mnpu Oosne3Hu IlapkuHCOHa,
BO30YkneHust npu Oonesnu I[lapkuHcoHa, nenpeccuu npu Oosesnu [TapkUHCOHA, TPEBOTH MPH
6one3nn [lapkuHCOHA, pasnpakurenbHOCTH/ TabuabHOCTH Npu Oone3Hu [lapkuHcoHa, auchopun
npu Oone3nu IlapkuHcoHa, aOeppaHTHOrO MABHUraTeIbHOrO TMOBENEHHs TpuU  OOJe3HH
IMapkunacona, Opena mpu Oonesnu I[lapkuHCOHa, rajumouMHauMid npu Oone3Hu I[lapkuHCOHA,
sx3anbraumu/sidopun npu Oonesnu IlapkuHcoHa, mcuxo3a mnpu Oone3nu IlapkuHCOHA,
pacTopMokeHHOCTH mipu Oone3Hu [lapkuHCOHA, HApPYUICHWH CHA W HOYHOTO TOBENEHUs WU
PaCCTPOICTB anmeTuTa U MUIIEBOro NoBeAeHUs pu Oose3Hu IlapkuHCcOHa.

B eme npyroMm BapwaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NpUMEHEHNI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunporum)munepuann-4-mn|-[ 1,3,4]okcagnazon-2-
wi}-1H-unna3zon okcanara B JIEYEHWH JEMEHLUH HM3-32 MEHOIAY3bl, CTAPYECKOro cradboymus,
KOTHUTUBHBIX HAPYIIEHHI, CBA3aHHBIX C IN30(PEeHHUEH, 1eNpecCu, KOTHUTHBHOIO HAPYIISHHUS,
BBI3BAHHOT'O XHMMUOTEPATHEH, U MOBEASHYECKUX U MCUXOJOTMYECKUX CHMIITOMOB JIEMEHLIUH.

B eme npyroMm BapuaHTe OCYILIECTBJIECHHUS, HACTOslIee H300pETEHHE OTHOCUTCS K
npuMeHeHHo  u3onponui-3-{5-[ 1-(3-merokcunponun)nunepuans-4-mnl-[ 1,3,4]okcannazon-2-
wn}-1H-uHpa3on okcanara B JIeUeHUH TEMEHIUH U3-32 MEHOMAy3bl.

B eme apyrom BapuaHTe OCYLIECTBJICHHs, HACTOsIEe H300peTeHHe OTHOCHUTCS K
NpUMEHeHHI0  u3onpomnui-3-{5-[ 1-(3-merokcunponmn)nunepuany-4-nn|-[ 1,3,4]okcagnazon-2-
v }-1H-uHma3051 okcanara B ISUEHUH CTaPIeCKOro caadoymusl.

B eme npyroMm BapuaHTe OCYLIECTBJICHUS, HACTOsIIEEe H300PETEHHE OTHOCUTCS K
NpUMEHEeHU0  u3onponui-3-{ 5-[ 1-(3-merokcunponun)munepuann-4-mi|-[ 1,3,4]okcannaszon-2-
wi }-1H-unna3on okcanara B JICYEHUH KOTHUTHBHBIX HAPYIICHUH, CBSA3aHHBIX C 30 PEHUEH.

B eme npyroMm BapuaHTe OCYLIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NpUMeHEeHH0  u3onpomnui-3-{ 5-[ 1-(3-meroxkcunporun)munepuann-4-mn|-[ 1,3,4]okcagnaszon-2-
wn }-1H-uHna3on okcanara asist JIEYeHUs 1eTPECCUU.

B njpyrom BapmaHTe OCYLIECTBIEHHs, HACTOsALIEe HM300pETEeHHEe OTHOCHTCS K
npumeHernto 5-HT4 penentopHOro aroHMcTa B KOMOMHALMK C CEJIEKTUBHBIM HHTHOHUTOPOM
o0paTHOro 3axBaTa CEpOTOHHMHA, AJs JieueHus aenpeccur; rae S-HTs penentopHeii aroHHCT
NpECTaBIIsIET coboii uzonponui-3-{5-[ 1-(3-meroxkcunponum)nunepuanH-4-ui|-
[1,3,4]okcannazon-2-un}-1H-uHnaszon okcanar.

B eme npyroMm BapmaHTe OCYIIECTBJICHHUS, HACTOsIIEe H300pETEHHE OTHOCUTCS K
npuMeHeHno  u3onponui-3-{5-[ 1-(3-merokcunponun)nunepuann-4-mn|-[ 1,3,4]okcannazon-2-

wn }-1H-uHna3zon okcanata U CENEKTHMBHOIO MHIMOMTOpa OOpaTHOro 3aXBaTa CEPOTOHMHA IS
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JIEYSHHs OETIPECCUU; TI€ CENeKTHBHBIN HHIMOUTOpP OOPaTHOro 3aXBaTa CEPOTOHMHA BBIOPAH W3
MApOKCETHHA, LUTAJONpama, 3cHHuTanonpama, (QIyOKCeTHHA, CepTpajiHa, AANOKCeTHHA W
BUJIA30/10HA.

B eme npyroMm BapuaHTe OCYIIECTBJIEHHUS, HACTOsllee H300pEeTEeHHE OTHOCUTCS K
NpUMEHeHHI0  u3onpomnui-3-{5-[ 1-(3-merokcunponun)nunepuany-4-nn|-[ 1,3,4]okcannazon-2-
wn }-1H-nHpa3on okcanara B JieUeHUH KOTHUTHBHOTO HAPYIIEHHs, BBI3BAHHOTO XMMHUOTEPaTIHeEi.

B eme apyrom BapuaHTe OCYLIECTBJICHUs, HACTOsIee H300peTeHHe OTHOCHTCS K
NpUMeHeHH0  u3onponui-3-{ 5-[ 1-(3-merokcunponun)nunepuann-4-mn|-[ 1,3,4]okcannaszon-2-
wi}-1H-unnason okcanata sl JIEYEHHs TMOBEACHYECKUX W TICHXOJOTHYECKHX CHMIITOMOB
JIEMEHLIUH.

B npyrom BapmaHTe OCYLIECTBJECHHs, HACTOsIEe H300pETEeHHEe OTHOCHTCS K
NPUMEHEHUI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunpornun)munepuann-4-mi|-[ 1,3,4]okcagnaszon-2-
wi}-1H-unnazon okcajnara B JIEYEHUH [OBENEHUYECKUX U TICUXOJOTMYECKHX CHMITTOMOB
neMeHnuy,  anaruu/Oe3pasnuums,  BO3OYKIEHHWs,  arpeccud,  JeNpecCHud,  TPEBOTH,
pa3paKUTeNbHOCTH/ MaOUIbHOCTH, auchopun, abeppaHTHOrO IBUTATENBHOTO TIOBEICHUS,
Opena, raJUTFOLMHALINH, SK3aIbTaln/3H(POPHH, TICHX03a, PACTOPMAKUBAHUS, HAPYIIEHUH CHA U
HOYHOT'O TIOBE/ICHUS MITH PACCTPONCTB AIMETUTA U MUIIEBOTO MTOBENEHHS.

B npyrom BapmaHTe OCYIIECTBIEHMs, HACTOsIIee W300pETEeHNEe OTHOCHTCS K
npumMeHeHnto  M3zonpomnun-3-{5-[ 1-(3-meroxkcunporun)munepuann-4-mn|-[ 1,3,4]okcagnazon-2-
wn}-1H-unnazon okcanara B JIeYeHMH anaTuu/Oe3pa3ivyusi NMpHU AEMEHLHNH, arpecCHH TNpHu
IEeMEHIUH, BO30YXXIEHUS TPU AEMEHINH, JeNPEeCcCUU NP JEeMEHLUH, TPEBOTH MPHU JAEMEHIIHH,
Pa3ApaKUTENbHOCTH/NAOUIBHOCTH MPU JE€MEHIMH, AUCPOpPUM IPU JeMEeHLUH, abeppaHTHOro
JABUTATEJIbHOIO TIOBEACHUS MpH JAE€MEHIMM, Opeda NpU JAEeMEHLMH, TaJUIIOLMHALMH Tpu
AEeMEeHLINH, SK3aJIbTALN/>H(DOPUH P JEMEHIINH, ICUX03a MPH JEMEHIIMH, PACTOPMOKEHHOCTH
IPU J€MEHLUH, HapyIIEeHU CHA U HOYHOTO MIOBEJECHUS UM PACCTPOICTB anmneTUuTa U MUILEeBOro
NIOBEJICHUS TIPU IEMEHIIHH.

B jpyrom BapwaHTe OCYIIECTBIEHHs, HACTOsALIEe HM300pETEeHUEe OTHOCHTCS K
NpUMEHEeHU0  u3onponui-3-{ 5-[ 1-(3-merokcunponun)munepuann-4-mi|-[ 1,3,4]okcannaszon-2-
wi}-1H-uHnason okcanata B JiedeHWHM anatuu/Oe3pasnuuus Tpu OonesHu AJbLreiMepa,
arpeccuu mpu OonesHu AublreiiMepa, Bo30y:kaeHusi npu Ooje3HU AubLreiimMepa, JenpeccHu
npu Oone3nu AnpireliMepa, TpeBOTU npu Ooneznu AnprreiiMepa,
Pa3PaKUTENbHOCTH/ TAaOUIBPHOCTH TNpH  Oosie3HU  AublrelimMepa, nuchopun npu  Oone3HH
AnpureiiMepa, abeppaHTHOrO JABHraTEIbHOTrO IMOBENSHHs NpU Oone3Hu AJjbureiimepa, Opena
npu OoNie3HH AJTbIreliMepa, raJUTFOLUHALIN Tpy 00Je3HN AnblrefiMepa, 3K3ambTaiuu/3iudopun
npu Oone3Hu AublreliMepa, mcuxosa npu Oone3HH AnbureiiMepa, pacTOPMOXKEHHOCTH TMPHU
Oone3nn AnprreiiMepa, HapyLUIEHUH CHA U HOYHOTO TOBENEHHs] WJIM PACCTPOHCTB amlmeTuTa H
MUIIeBOr0 TOBeNeHUs1 mpu Ooje3Hu AublreliMepa, amatun/Oe3paznuyusi npu  OOJe3HU
ITapkunCcoHa, arpeccun npu Oone3nu [lapkuHcoHa, BO30y:kneHust npu Oone3sHu IlapkuHCOHa,
nenpeccun  npu  Oomesnu  I[lapkuHcoHa, TpeBorm npu  OonesHu  IlapkuHcoHa,

pasnpaxutenpHocTH/NabunpHOCTH 1npu  Oonesnu IlapkuHcona, auchopum mnpu OonesHu
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ITapkuHCOHA, abeppaHTHOIO BUTAaTEIBHOIO MOBeneHUs npu Oonesnu Ilapkuncona, Opena npu
6one3nn [lapkuHcoHa, raumonuHauuii mpu Oone3nu IlapkuHCOHA, sK3anpTanmu/>idopun npu
6one3nu IlapkuHcoHa, ncuxos3a npu Oone3Hu IlapkuHCOHA, PacTOPMONKEHHOCTU MPHU OONE3HH
ITapkuHCOHA, HAPYLIEHUH CHA U HOYHOT'O IOBEAEHUS WM PACCTPOMCTB anmeTuTa U MUIIEBOrO
nosezeHust npu Oone3Hu [TapkuHCOHA.

B eme apyrom BapuaHTe OCYLIECTBJICHHs, HACTOsIEe H300peTeHHe OTHOCHUTCS K
npuMmeneHuro 5-HT4 penentopHOro aroHucra B IMOJIYYEHUU JIEKAPCTBEHHOIO CPEACTBA AJIA
JeyeHust 3a00JeBaHUI WM PacCTPOMCTB, omocpenoBaHHbix S-HT4 peuentopom, rme S5-HTy
peLenTOPHbIN ArOHHUCT MPEACTaBISIET coboit usonponmi-3-{5-[1-(3-
MeTokcunponui)nunepuana-4-uin|-[ 1,3,4]okcaanazon-2-un -1 H-unnason WJn ero
(apMaLeBTHYECKH TPHEMIIEMYIO COJIb.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOALIEE H300PETEHHE OTHOCUTCS K
npumeHennro S5-HT4 peunentopHOro aronucra B IOJYYEHUH JIEKAPCTBEHHOIO CPENCTBA JJIS
JeUeHHsT JEMEHLUU H3-32 MEHOIAay3bl, CTapUeCKOro ciaboyMusi, KOTHUTHUBHBIX HApYLICHUH,
CBSI3aHHBIX C  INIH30QPEHHEH, MAenpeccud, KOTHUTUBHOIO  HAPYLIEHHs, BBI3BAHHOTO
XUMHUOTEpANuend, U MOBEICHUYECKUX M TMCHUXOJOTHUYECKUX CHUMITOMOB naeMmeHuuH, rae S5-HTy
aroHHCT mpeacTasisier codoit compound,M3onpommn-3-{5-[1-(3-meTokcunponwn)munepuana-4-
wil-[1,3,4]okcannazon-2-un}-1H-unna3on wim ero papManeBTUYECKH MTPUEMIIEMYIO COJIb.

B eme npyroMm BapmaHTe OCYILIECTBJIECHHUS, HACTOsIIEe H300pETEHHE OTHOCUTCS K
NpUMEHEHNI0  u3onponui-3-{5-[ 1-(3-merokcunponun)munepuann-4-mn|-[ 1,3,4]okcannaszon-2-
wn }-1H-unnazona unm ero papmManeBTHUECKU TPUEMIIEMOI COM B TIOJIYYEHUH JIEKAPCTBEHHOTO
CpeAcTBa Uil JIEUEHHs IEMEHLMU H3-32 MEHOIAy3bl, CTAPUeCKOro CiIadOyMHs, KOTHHTHBHBIX
HApYLIEHWH, CBSI3aHHBIX C MIM30(peHuel, Nenpeccuy, KOTHUTUBHOIO HApYLIEHUs, BBI3BAHHOTO
XUMHOTepanue, 1 MOBEIeHUECKUX U MCUXOJIOINYeCKUX CUMIITOMOB JIEMEHLINH.

B eme apyrom BapuaHTe OCYIIECTBJICHHs, HACTOsIee H300peTeHHe OTHOCHUTCS K
npuUMeHeHUuo  u3onponui-3-{ 5-[ 1-(3-merokcunponun)nunepuann-4-mn|-[ 1,3,4]okcannaszon-2-
wi }-1H-unnazona uinn ero papmManeBTHUECKU MPUEMIIEMOI COJIM B TIOJYYEHUH JICKAPCTBEHHOTO
CPEeACTBA JJIsl JISYEHUS IEMEHLIUU U3-3a MEHOIay3bl.

B eme npyrom BapuaHTE OCYLIECTBJEHHsS HACTOsIIee H300pEeTeHHEe OTHOCUTCS K
NPUMEHEHUI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunpormun)munepuann-4-mi|-[ 1,3,4]okcagnaszon-2-
wi }-1H-unnazona uinm ero papmManeBTHYECKH MPUEMIIEMOM COJIM B TIOJYYEHUH JIEKAPCTBEHHOTO
CPEeACTBA /ISl JISYEHUS CTAPUECKOrO CIab0yMuUsl.

B eme npyroMm BapwaHTE OCYILIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NpUMEHEeHHI0  u3onpomnui-3-{ 5-[ 1-(3-meroxkcunporum)munepuann-4-mn|-[ 1,3,4]okcagnazon-2-
wn }-1H-unnazona uinn ero papmManeBTHUECKH MPUEMIIEMOI COJIM B TIOJYYEHUH JIEKAPCTBEHHOTO
CpPEeACTBa /JIsl JISYEHUS] KOTHUTUBHBIX HAPYIICHUH, CBA3aHHBIX C MM30(QpeHneH.

B eme npyrom BapuaHTe OCYLIECTBIEHHs HACTOsllee H300pEeTeHHEe OTHOCUTCA K
NpUMEHEHNI0  u3onponui-3-{ 5-[ 1-(3-merokcunponunm)nmunepuann-4-mn|-[ 1,3,4]okcannazon-2-
wn }-1H-unna3zona unm ero papmManeBTHUECKU IPUEMIIEMOI COM B OJIYYEHUH JIEKAPCTBEHHOTO

Cpe€aAcTBa A JICUCHU ACTIPECCUN.
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B nmpyrom BapmaHTe OCYIIECTBJIEHHs, HACTOsAlLIee M300pETEHHE OTHOCHUTCS K
NPUMEHEHNUI0 KOMOWHAIMM, copaepskaiiel TepameBTHyeckn 3¢¢exkTtuBHoe konmudecTBo S-HT;
pPEeLeNTOPHOrO aroHUCTa M CEJNEeKTHBHOTO MHIHOMTOpa OOpaTHOrO 3axBaTa CEPOTOHMHA, B
MOJIyYeHUH JIEKaPCTBEHHOIO cpeacrsa mys JedeHus nenpeccuu; rae S5-HTs peuentopHsiii
arOHMUCT  TPEncTaBisieT coboi  m3ompomnmi-3-{5-[ 1-(3-meTokcunponn)nunepuanH-4-mi|-
[1,3,4]okcanunazon-2-mi}-1H-unnazon win ero papmManeBTHUECKU TPUEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYILIECTBJICHMs, HACTOsIIee H300pETeHHEe OTHOCUTCA K
NPUMEHEHHUI0 KOMOWHALIMM, COJepsKallei TepaneBTUYeCKH dS(PPeKTUBHOE KOJMUYECTBO
uzonponui-3-{5-[ 1-(3-merokcunpornun)nunepuann-4-mn|-[ 1,3,4 Jokcagnazon-2-mn -1 H-
WHJIA30J1 OKCaJlaTa U CEJIEKTUBHOTO MHIMOMTOpa OOPAaTHOTO 3aXBaTa CEPOTOHHHA B MOJyYEHUH
JIEKAPCTBEHHOTO CPEACTBA ISl JICYCHUS! NENPECCHH, TTIe CEJIEKTHBHBI WHTHOMTOpP OOpaTHOro
3axBaTa CEPOTOHMHA BBIOPAH M3 MApPOKCETHWHA, LIUTAJNONpama, dCUHTaionpama, (GpiIyoKceTHHa,
CepTpaIMHA, JATIOKCETHHA U BIJIA30/I0HA.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NpUMEHEHNUI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunporum)munepuann-4-mn|-[ 1,3,4]okcagmnazon-2-
wn }-1H-unnazona uinn ero papmManeBTHUECKH MPUEMIIEMOI COJM B TIOJYYEHUH JIEKAPCTBEHHOTO
CpEeACTBa /sl JISYEHUS] KOTHUTUBHOTO HAPYIIEHHS, BBI3BAHHOTO XUMHOTEPATTHEH.

B eme npyrom BapwaHTe OCYIIECTBIECHMs, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NpUMEHEHNI0  u3onpomnui-3-{ 5-[ 1-(3-meroxkcunporunm)munepuann-4-mn|-[ 1,3,4]okcanmnazon-2-
wn }-1H-unnazona unn ero papmManeBTHUECKU IPUEMIIEMOI COIM B TIOJIYYEHUH JIEKAPCTBEHHOTO
CPEeACTBa /JIs JIEYEHUS MIOBEACHYECKUX 1 IICUXOJIOTHYECKUX CUMITOMOB JIEMEHLINH.

B eme npyroMm BapuaHTe OCYIIECTBJIECHHUS, HACTOslIee H300pEeTEeHHE OTHOCUTCS K
NpUMEHeHHI0  u3onpomnui-3-{5-[ 1-(3-merokcunponun)nunepuany-4-nn|-[ 1,3,4]okcannazon-2-
wn }-1H-unpasona wm ero apMarieBTHUECKH MPHUEMIIEMON COJIH B TTOJYYEHUH JIEKapPCTBEHHOTO
CPEnCTBa IUISl JICYEHUSI TOBEIEHYECKUX U IICUXOJIOTHUECKIX CHMITOMOB IEMEHLINH, BEIOPAHHBIX
u3 anatun/0e3pa3Tnyus, BO30YKIECHMSI, arpeccum, JEenpeccum, TPEBOTH,
Pa3ApaAKUTENILHOCTH/IAOUITBHOCTH, TUChOpur, abeppaHTHOTO IBUTATEIBHOTO TOBENEHHUS,
Opena, raJUTFOIMHALINH, 3K3aIbTalu/3H(POPHH, TICUX03a, PACTOPMAKMBAHUS, HAPYIIEHUH CHA U
HOYHOT'O TIOBEICHUS HJIH PACCTPONCTB AIMETUTA M MUIIEBOTO MOBEACHUS.

B jgpyrom BapmaHTe OCYIIECTBIEHHs, HACTOsALIEe HM300pETEeHHe OTHOCHTCS K
NpUMeHEeHH0  u3onpomnui-3-{ 5-[ 1-(3-meroxkcunporun)munepuann-4-mn|-[ 1,3,4]okcagnaszon-2-
wi }-1H-unnazona uinn ero papmManeBTHUECKH MPUEMIIEMOH COJM B TIOJIYYEHUH JIEKAPCTBEHHOTO
CpeacTBa I JICUEHHs anaTtun/0e3pasiuuus NpU OEMEHLUH, arpeccud MpH JEeMEeHIHH,
BO3OY)KIOEHHs TPU JEMEHIHH, JAENPecCHH TNpPHU JAEMEHLHMH, TPEBOTH TMPHU JAEMEHIHH,
Pa3APAKUTENbHOCTH/NTAaOUIBHOCTH TIPU JI€MEHIHH, TUCPOpPHH TpPU JeMEeHLUUH, abeppaHTHOTro
IBUTATEJIbHOTO TIOBEACHUS MpPH JAEMEHIHMH, Opeda NpU JAEeMEHIWH, TAJUTFOLHMHALMH Tpu
IEMEHIIUH, SK3aJIbTalun/>H(popun Mpy 1eMEeHINH, TICUX03a MPH IEMEHIINH, PACTOPMOKEHHOCTH
NpY JEMEHLUH, HApYIIEeHUI CHA U HOYHOT'O MOBEIASHHS MM PACCTPONCTB amIeTUTa U MUIIEBOTO
NOBENCHUS IIPU IEMEHIIHH.

B ngpyrom BapuaHTe OCYLIECTBIEHMs, HACTOsllee M300peTeHHe OTHOCHUTCS K
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NpUMEHEeHHo  u3onpomnui-3-{ 5-[ 1-(3-meroxkcunporum)munepuann-4-mn|-[ 1,3,4]okcannazon-2-
wi}j-1H-uanazona wmm  ero  gapManeBTUYECKH  MPUEMJIEMOH  CONMM ISl JICYCHHS
anarun/Oe3paznuunsi mpu Oojie3HH AJibIreliMepa, arpeccuu mpu OosesHH AJbLreiMepa,
BO30Y>KeHus pu Oone3Hu AJbLreliMepa, aenpeccuu npu O0onesHu AnbLreiiMepa, TpeBOrH pu
Oosnesnun AublreliMepa, pa3ApakKUTEIbHOCTH/TAOMIBHOCTH MNpH  Oose3sHu  AubLrerimepa,
nuchopuu npu OonesHu AunblreiiMepa, abeppaHTHOTO ABUraTeIbHOIO MOBEACHUS MPpU OONIE3HH
Anbrreiivepa, Opena npu Oone3Hu AublreiiMepa, raJUTFOLMHALMNA pU Oone3Hn AjbLrelimepa,
sk3anpTatmu/>iiopun mpu OosnesHu Aublredimepa, mncuxo3a mpu OonesHu Aublreiimepa,
PacTOPMOKEHHOCTH TpU OoJie3HU AJibLreliMepa, HapyIIEHHI CHA M HOYHOIO MOBEICHUS WJIH
pacCTPOMCTB  ammeTuTa ¥ MHIIEBOr0  TOBeneHWs npu  OonesHu  AJibLrelimepa,
anarun/6e3pasnuuust npu Oonesnu IlapkuHCOHA, arpeccun mnpu Oone3Hu IlapkuHCOHa,
BO30OysKkneHust npu Oosiesnu [lapkunHcoHa, nenpeccuu mnpu Oosesnu [lapkuHCOHA, TPEBOTU MpU
6one3nn [lapkuHCOHA, pasnpakuTeabHOCTH/ TabuabHOCTH 1Tpu Oone3Hu [lapkuHcoHa, auchopun
npu Oonesnn [lapkuHCOHa, abeppaHTHOrO JABHMIATENLHOrO TIOBEAEHHsS MpU OOJIe3HU
ITapkunacona, Opena npu Oone3nu I[lapkuHCOHa, raumouuHanmMid npu Oone3sHu IlapkuHCOHA,
sx3anbraumu/sidopun npu Oonesnu IlapkmHcOoHa, mcuxo3a npu Oone3nu IlapkuHCOHA,
PacTOpPMOKeHHOCTH Tipu OojiesHu [lapKMHCOHA, HAPYIIEHHI CHA M HOYHOTO TOBEACHHS HJIH
pacCTpOMCTB anneTuTa U MULIEBOro NoBeAeHus npu Oone3Hu [lapkuHcoHa.

B eme apyrom BapuaHTe OCYLIECTBJICHHs, HACTOsIee H300pETeHHe OTHOCHUTCS K
npumeHeHuro S5-HT4 penentopHOro aroHucra B MOJYYEHUH JIEKAPCTBEHHOIO CPEACTBA AJIA
JIeYeHUs] EMEHLMH H3-3a MEHOMay3bl, CTapYeCKOro CjIadOyMusi, KOIHUTHBHBIX HapyLICHUH,
CBSI3AHHBIX €  WHM30(QpEHHel, MAenpecCHH, KOTHUTHBHOIO  HAPYLIEHUS, BbI3BAHHOTO
XUMUOTEpAMedl, U TMOBEIEHUECKHX M ICHXOJOrMYeCKUX CHUMITOMOB aemeHuuu, rae S-HT
arOHHUCT MPEACTaBIsET COOOW COeAMHEHHE, M30NPOonmI-3-{ 5-[ 1-(3-MeTokcunponuI) nunepuanH-
4-un]-[1,3,4]okcannazon-2-un }- 1H-uHga3on okcanar.

B eme apyrom BapuaHTe OCYLIECTBJIEHHs, HACTOsIee H300pETeHHEe OTHOCHUTCS K
NpUMEHEeHH0  u3onpomnui-3-{ 5-[ 1-(3-merokcunponun)munepuann-4-mn|-[ 1,3,4]okcagnaszon-2-
wn }-1H-unma3on okcanara B MOJy4YE€HHH JISKAPCTBEHHOT'O CPEACTBA ISl JICUEHHsI IEMEHLHH W3-
3a MEHOTIay3bl.

B eme apyrom BapuaHTe OCYLIECTBJIEHHs, HACTOsIee H300pETeHHe OTHOCHUTCS K
NpUMEHEHHI0  u3onpomnui-3-{ 5-[ 1-(3-meroxcunporunm)munepuann-4-min|-[ 1,3,4]okcagnaszon-2-
wn}-1H-unma3on okcajara B MOJNYYSHUH JIEKAPCTBEHHOTO CPEACTBA ISl JICUEHHsI CTAPUYECKOro
cmaboymusi.

B eme apyrom BapuaHTe OCYLIECTBJIEHHs, HACTOsee H300pEeTeHHe OTHOCHUTCS K
NpUMEHEHNI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunpornum)munepuann-4-mn|-[ 1,3,4]okcannazon-2-
wn }-1H-unma3on okcanara B MOJNYYSHUHN JIEKAPCTBEHHOTO CPENCTBA JUIS JIEYEHUs] KOTHUTUBHBIX
HApYILIEHUH, CBSA3aHHBIX C MU30(peHNeH.

B eme apyrom BapuaHTe OCYLIECTBJICHHs, HACTOsIee H300peTeHHe OTHOCHUTCS K
NpUMeHEeHHI0  u3onponui-3-{ 5-[ 1-(3-merokcunponun)nunepuann-4-un|-[ 1,3,4]okcannazon-2-

un }-1H-unna3zon okcanara B NOJy4YE€HUH JIEKAPCTBEHHOT'O CPEICTBA IS JIEUEHUS! IETPECCHH.
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B npyrom BapmaHTe OCYIIECTBIEHHs, HACTOsAIIEe M300pETeHHe OTHOCHTCS K
NPUMEHEHNUI0 KOMOWHAIMM, copaepskaiiel TepameBTHyeckn 3¢¢exkTtuBHoe konmudecTBo S-HT;
pPEeLeNTOPHOrO aroHHCTa W CEJIEKTUBHOTO HHIruoMTopa OOpaTHOro 3axBaTa CEPOTOHHHA B
MOJIyYeHUH JIEKaPCTBEHHOIO Cpeacrsa Ajsi jedeHus pnenpeccuu; rae S5-HTs peuentopHsiii
arOHMUCT  TPEncTaBisieT coboi  m3ompomnmi-3-{5-[ 1-(3-meTokcunponn)nunepuanH-4-mi|-
[1,3,4]okcanunazon-2-un}-1H-unna3on okcanar.

B npyrom BapuaHTe OCYILIECTBJICHMs, HACTOsIIee H300pETeHHEe OTHOCUTCA K
NPUMEHEHUI0 KOMOWHALIMM, COJEpkalledl TeparneBTHYecKd S()QPEeKTUBHOE KOJUYECTBO
usonponui-3-{5-[ 1-(3-merokcunporun)nunepuaun-4-un|-[ 1,3,4|okcanuazon-2-un } - 1 H-
WHJIA30J1 OKCaJlaTa U CEJIEKTUBHOTO MHIMOMTOpa OOPAaTHOTO 3aXBaTa CEPOTOHHHA B MOJyYEHUH
JIEKAPCTBEHHOTO CPEACTBA ISl JISYCHUS] NEMPECCHU; TIIe CEJICKTHBHBI WHTHMOMTOpP OOpaTHOTrO
3axBaTa CEPOTOHMHA BBIOPAH M3 MApPOKCETHWHA, LIUTAJNONpama, dCUHTaionpama, (GpiIyoKceTHHa,
CepTpaIMHA, JATIOKCETHHA U BIJIA30/I0HA.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHHI0  u3onpomnui-3-{ 5-[ 1-(3-merokcunporum)munepuann-4-mn|-[ 1,3,4]okcagnaszon-2-
wn }-1H-uHna3on okcanata B MOJMYYEHUHU JIEKAPCTBEHHOTO CPEACTBA IS JICUEHHUs] KOTHUTHBHOTO
HApYLICHHs, BBI3BAHHOTO XUMHOTEPAIeH.

B eme npyroMm BapmaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pETEHHE OTHOCUTCS K
NpUMeHeHHI0  u3onponui-3-{ 5-[ 1-(3-merokcunporun)munepuann-4-mn|-[ 1,3,4]okcanmnazon-2-
wi}-1H-unnazon okcamara B TOJIYYEHHH JIEKAPCTBEHHOTO CPEACTBA ISl JICUEHHS
MOBEJIEHYECKHUX U IICUXOJIOTHYECKUX CHMITOMOB JIEMEHLIUH.

B eme npyroMm BapuaHTe OCYIIECTBJIEHHUS, HACTOsIIEee H300pETEeHHE OTHOCUTCS K
NpUMEHeHHI0  u3omnpomnui-3-{5-[ 1-(3-merokcunponwn)nunepuany-4-nn|-[ 1,3,4]okcannazon-2-
wn}-1H-uHmason okcajmata B TOJNYyYEHHH JISKAPCTBEHHOTO  CPEACTBA UL JICYCHUS
NOBEICHUYECKNX M IICUXOJIOTHYECKMX  CHMITOMOB  JEMEHLUH,  BBIODAaHHBIX U3
amnaruun/6e3pasanyusi, BO30YKIEHUS, arpeccum, JeTpeccu, TPEBOTH,
Pa3ApaKUTENILHOCTH/ TAOUITBHOCTH, TUchOpur, abeppaHTHOTO IBUTATEIBHOTO TMOBEIEHUS,
Opena, raJUTFOIMHALINH, SK3aIbTalK/>H(POPHH, TICUX03a, PACTOPMAKUBAHUS, HAPYIIEHUH CHA U
HOYHOTO TIOBE/ICHUS MJTH PACCTPONCTB AIMEeTUTa W MUIIEBOTO MOBEICHUS.

B eme npyroMm BapuaHTe OCYLIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NpUMEHEeHU0  u3onponi-3-{5-[ 1-(3-meTokcunponn)munepuaud-4-wi|-[ 1,3,4]okcannazon-2-
wi}-1H-uHnazon okcamara B TOJIYYEHHH JIEKAPCTBEHHOTO CPEACTBA  JUISL  JICUEHHS
anatun/0e3pas3nuyus MMpu AEMEHINH, arpecCHH NPU JEeMEHLNH, BO30OYKIEHHs NPU EMEHLNH,
IETPECCUr TPU JEMEHIMH, TPEBOTH NPHU IEMEHIHH, DPa3IpaKUTEIbHOCTH/IaOWUIBHOCTH TPU
AeMeHLUH, TUCHOPUN TPH IEMEHLINHY, a0epPaHTHOrO ABUTATEIbHOTO TIOBEACHNUS MPU IEMEHLINY,
Opena mpu AEMEHINH, TAUTIOLMHALNN MPU IEMEHLINH, 3K3aJbTalun/3H(OpU MpH IEMEHIINH,
NICHX03a TPU JIEMEHLWH, PACTOPMOXKEHHOCTH INPHU AEMEHIUH, HapPYIIeHWH CHAa U HOYHOTO
NOBEJICHUS] WJIM PACCTPONCTB aIIEeTHTA U MUIIEBOTO IMOBEIEHUS MPU JEMEHLINH.

B ngpyrom BapmaHTe OCYLIECTBIEHMs, HACTOsllee H300pETeHHe OTHOCHTCS K

npuMeHeHHo — usonponui-3-{5-[ 1-(3-meroxkcunponun)nunepuans-4-unl-[ 1,3,4]okcannazon-2-
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wi}-1H-unnazon okcamara B TOJIYYEHHH JIEKAPCTBEHHOTO CPEACTBA ISl JICUEHHS
anatun/Oe3pasznuuus npu Oone3Hn AubureliMepa, arpeccud mpu Oone3Hu Aublreiimepa,
BO30Y:kKneHus npu Oone3Hu Aunblreiimepa, Jenpeccuy pu 0osie3Hu Ablreiimepa, TPEBOTH MPH
OonesHn AubureiiMepa, pasIpaskKUTEIbHOCTH/TAOWIBHOCTH Tpu Ooje3HH  AubLreiimepa,
nuchopuu npu OonesHu AnblreiiMepa, abeppaHTHOTO ABUraTeIbHOIO MOBEACHUS MPpU OONE3HH
Anbureiimepa, Opena npu Oone3Hn AnblrefimMepa, raJUTFOLMHALIN pu Oosie3Hu AJbLrerimMepa,
sKk3ajbraimu/>idopun npu OonesHn AgbureiiMepa, ncuxosa npu OonesHH AublreimMepa,
PAacTOPMOKEHHOCTH TIpU OONIe3HU AJibLreiiMepa, HapyLISHHH CHA U HOYHOTO TIOBEACHUS HIIU
pacCTpOMCTB  ammeTuTa W MHIIEBOrO  MOBENEHWs NpH  Ooje3HH  AubLreiimMepa,
anarun/Oe3pasnuuusi npu Oonesnu IlapkuHCcOHA, arpeccun mnpu Oosne3Hu IlapkuHCOHa,
BO30YkneHust npu Oonesnu I[lapkuHcoHa, penpeccuu npu Oosne3rn [TapkUHCOHA, TPEBOTH MPH
6one3nn [lapkuHCOHA, pasapaxureabHOCTH/ JabuinbHOCTH Npu Oosesnu [lapkuHcoHa, nuchopun
npu Oone3nu IlapkuHcoHa, aOeppaHTHOrO MABHUraTeNbHOIO TMOBENEHHs NpU  OONe3HH
[Mapkuncona, Opena mpu OGone3Hu [lapkuHCOHA, TAUTFOLUHAIMKN Tipu OonesHn [lapKUHCOHA,
sx3anbraumu/sidopun mpu Oonesnu IlapkmHcOoHa, mcuxo3a mnpu Oone3nu IlapkuHCOHA,
pacTopMOKeHHOCTH mpu Oone3Hu [lapkuHCOHA, HapyIIEHWH CHA W HOYHOTO TOBENEHHs WIIN
PaCCTPOICTB anmeTuTa U MUIIEBOro NoBeaeHus mpu Oone3nn IlapkuHcoHa.

B ngpyrom BapmaHTe OCYIIECTBIEHHs, HACTOsALIEe H300pETEeHHEe OTHOCHTCS K
bapmareBTHUECKOW KOMITO3ULIMU JJIsI NIPUMEHEHUsl B JICUEHHH JEeMEHIMH H3-32 MEHOIAy3bl,
CTapueckoro cnaboyMmusi, KOTHUTUBHBIX HApPYLIEHWH, CBA3aHHBIX C MHN30(peHHueH, nenpeccuu,
KOTHHUTUBHOTO  HApyIIEHMs, BBI3BAHHOIO  XUMUOTEpamuel, ¢  [OBEACHYECKUX U
NICUXOJIOTUYECKUX CHUMITOMOB JeMeHuuu, cozaepxkamend 5-HTs penentopHelli aroHuUcT,
uzonponui-3-{5-[ 1-(3-merokcunponun)nunepuann-4-un|-[ 1,3,4 Jokcaguazon-2-un -1 H-
MHJA30J1 WK ero GpapMaLeBTUYeCKH MPHEMIIEMYIO COJIb U ero (hapMareBTHUECKH MpUeMIIeMble
BCIIOMOTaTeJIbHbIE BELECTBA.

dapmaneBTHUECKUE KOMITO3ULIMU HACTOALIEr0 W300peTeHHs MOKHO (OpMYJIHPOBAThH
OOIIENPUHATBIM CHIOCOOOM, TPUMEHsIsl OAWH Win Oojiee (hapMaLEBTHUECKU MPUEMIIEMBIX
BCIIOMOTATEJIbHBIX BeIlecTB. DapMalleBTUYECKH MpPUEMIIEMbIE BCIIOMOTATEIbHbIC BEIECTBA
NPEACTABISIIOT COO0M pa3daBUTENH, PA3PBIXJIUTEIH, CBA3YIOIINE, CMA3KH, MIMAAHTHI, TOJHUMEPHI,
MOKPBIBAKOILIME BELIECTBA, PACTBOPHUTENH, COPACTBOPUTENH, KOHCEPBAHTHI, CMAYMBAIOIINE
areHThl, 3aryCTUTENH, T[IEHOTACUTENH, TOACIACTUTENH, apOMaTH3aTOPbl, AHTHOKCHIAHTBHI,
KPaCHUTEIH, COFOOMIN3ATOPBI, MIIACTU(UKATOPBI, TUCTIEPTHPYIOLIINE areHThI U MOIO00HBIE.

B eme npyrom acmekTte, aKTUBHbIE COCAMHEHHUS HACTOSILIETO H300PETEHHsS MOXKHO
dbopmynupoBath B (GopMe MHIIOIb, TaONETOK, TabJNETOK ¢ TOKPBITHEM, KaICyJi, MOPOIIKa,
rpaHyJI, MeJUIET, MJIACThIPEH, UMIUTAHTATOB, TUIEHOK, KUIAKOCTEH, MOJYTBEPAbIX BEIIECTB, rejeH,
a’3po30JIeH, IMYJIbCUH, SIUKCUPOB M NOAoOHBIX. JlaHHBIE (hapMaleBTUUECKHE KOMIIO3ULUH U
CHOCOOBI UX MOJYYEHHUS XOPOIIO U3BECTHBI B TAHHOH 00JIACTH TEXHUKH.

B eme npyrom acmekre, ¢apmaneBTHUECKash KOMIIO3ULUS HACTOSIIEr0 H300peTeHHs
comepxkut 1-90%, 5-75% u 10-60% mo Becy COeqUHEHUS] HACTOSINEro W300pETEeHUs WA ero

dapmMaleBTHYECKH TpUEMIIEMYI0 CoJib. KOJWYeCTBO AaKTUBHOTO COENWHEHUS WIH €ro
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dapmaneBTHUECKH TNpUEMIIEMON conu B (apMaleBTHYECKOH KOMITO3ULUH (KOMITO3ULIHSIX )
MOXET H3MEHATbCA OT MNpuoOIm3uTenpHo 1 Mr no mnpubnusurenpHo 2000 mMr wim ot
npubnusuTensHo S Mr no npubmmsurenbHo 1800 Mr uam OT NpUOIM3UTENBHO S5 Mr 10
npubnusutensHo 1000 Mr unu ot npubnu3uTenbHO 7 Mr a0 npubausutenbHo 350 Mr wim B
ar000M uana3oHe, MonaaaroeM B Oosee mupokuii auana3on 1 Mr-2000 mr.

IIpumepsl

IIpumepsl, NpUBENEHHBIE HUXKE, NMPEACTABIEHBbI TONBKO B KA4eCTBE WJLIOCTPALMHU U

MIO3TOMY He JIOJDKHBI PACCMATPUBATHCS KaK OrPAaHMYUBAIOIINE O0BEM HACTOSIIErO U300PETeHUSI.

CokpameHus:

5-HT, 5-I'mapOKCUTPUNITAMUHOBBIN 4 peLenTop

ANOVA JUCIIEPCUOHHBIN aHaIu3

BCCL IBYCTOPOHHEE JIMTUPOBaHHE OOINeH COHHOHN
apTepuu

cAMP LUKJIMYECKUH afeHO3nHMOHOpochar

CD1 kyacrep nuddepenimannu 1

ECso MOJIyMaKCUMallbHast s¢dexTuBHAs
KOHIICHTPALUs

EDTA STUJICHAUAMHUHTETPAYKCYCHAsi KUCIIOTa

GPCR conpspkeHHbIN ¢ G-0enkoM perentop

HCI XJIOPUCTOBOAOPOAHAS] KUCIOTA

h yac (4acoB)

ip. BHYTPUOPIOIINHHBIN

. BHYTPHBEHHBIN

i.m. BHYTPUMBILLIEYHBIN

Kj KOHCTAHTa UHTMOMPOBAHUS

mg MUJUIATPaM

MgCl XJIOPUZl MarHus

min MUHYyTa (MUHYT)

mM MHUJITUMOJIPSIHBIA

nmol/L HAaHOMOJIb Ha JIUTP

nM HAHOMOJIIPHBII

p.o. NepopajbHbIN

S.C. HOIKOKHBIN

SEM. CTaHIApPTHAsI CPEIHss OINOKa

uM MUKPOMOJISIPHBIN

Ipumep 1:
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Omnpenenenue ECso Besinuun s S-HT4 peuentopa:

JUiss  KJIETOYHOrO aHajuu3a MpUMEHsUIn cTaOuibHy0 Kierounyro JsmHuio CHO,
SKCIIPECCUPYIOINYI0 peKOMOWHAHTHBIN yenoBedeckuit peuentop S-HT4 u penoprepHyro cucremy
pCRE-Luc. Ananu3 mnpenmiaraer HepagUOAKTUBHBIM MOAXON AJsl ONpENeIeHUs CBSI3bIBAHUS
coequHenusi ¢ GPCR. B 1aHHOM KOHKPETHOM aHa/u3€ U3MEPSIOT YPOBEHb BHYTPHUKJIETOYHOIO
HUAM®, KOTOpbIH  MONYJIHMpYeTCs  aKTUBAlMeH WiIM  WHTUOMPOBAaHHMEM  peLenTopa.
PexoMOMHAHTHbBIE KJIETKHM HECYT PENopTepHbI reH souudepassl mox KoHTposneM HAM®
YyBCTBUTEJBHOTO 3JIEMEeHTa. Bhillieyka3aHHbIE KJIETKU BbIPAIIHMBAIHA B 90-TyHOUHBIX TUIAHIIETaX
C Mpo3payHbIM THOM H OenbiM aHOM B cpene Hams F12, conepskameii 10% ¢etanbHyro ObI4bt0
ceiBopoTky (FBS). Tlepen mobGaBneHueM COeNMHEHUN WM CTAHOAPTHOIO AarOHUCTA KJIETKH
BBIIEPKUBAN O€3 CBIBOPOTKU B TEYEHHUE HOYH. DTAJOHHBIA SHIOT€HHBIH arOHUCT CEPOTOHHH U
tectupyemMble coenuHeHust B cpene Opti-MEM B 11 pasiuyHBIX TECTOBBIX KOHIEHTPALIUSX,
HauuHast ¢ 10 MkM 1o 0,1 HM B TpeXKpaTHBIX CEPUHHBIX PA3BEACHMSAX, WHKYOHUpPOBAIU C
KJIETKAMU OTAEJIbHO B OTAENbHBIX JyHKax B TeueHue 4 yacos npu 37 °C B 5% CO2. Cpeny
YA, U KJIETKH TpoMbiBan 3a0ydepeHHbM (ocdaroM (PHU3HOIOrHIECKHM PaCcTBOPOM.
AKTUBHOCTB JIFOLM(Epas3bl H3MEPSUIA B OTAENBHBIX JIYHKAX, IPUMEHss cyOcTpar moundeprHa, B
mromuHOMeTpe Victor Light Perkin Elmer. MakcumaibHBIH OTBET, MPOM3BOAMMBIN KaKIbIM
JIEKAPCTBEHHBIM CPEACTBOM, HOPMAIM30BAJIN A0 MAKCUMAJIbHOIO OTBETA, MHAYLUPOBAHHOIO 5-
HT. JlanHbple aHanMu3upoBalM, NPUMEHssI NporpamMMHoe obecrieuenne Graphpad prism ans
nonydenus: 3HaueHuil ECso, KOTOpbIe COOTBETCTBYIOT KOHLIEHTPALMH arOHUCTOB, HEOOXOAMMOMN
U1 IO Y€HHUS TIOJyMaKCUMAaJIbHON CTUMYJISILIUM aA€HNUIIATLHUKIIA3bl.

Ccewuka: British Journal of Pharmacology. 2000, 129, 771-781.

Pesynbrats:

Coenunenue-1 mposiBIsiET AarOHUCTHYECKYK) AKTUBHOCTh B KJIETOYHOM aHalu3e C
pETOPTEPHbIM T'€HOM; JIIOMUHECLIEHTHOM aHajii3€ KOHEYHOH TOYKM Ha YeJOBEYECKOM
pexomOunanTHOM peuentope 5-HT4. Benmnuuna ECso coenunenus-1 cocrasisier 58,7499 uM
(Emax: 28,6+0,5%).

Ipumep 2:

Onpenenenue Besinuunsbl Ki k 5S-HT4 peuenropy:

Coenunenue TecrupoBanu Ha Caliper Life Sciences coriacHo Claenyrommm crnocodam.

Matepualiel U CrIoCOOBI:

peuenTop: peKOMOMHAHTHBIHN uenoBeueckuii S-HTy penentopHelii MeMOpaHHbIH OeoK

panuomurana: [3H]-GR113808 (83,9 Ku/mmorn)

Koneunas konnenTpauus nuHanga-[0,2 aM|

Hecneunduuecknii murann: 10 MxM ceporonun (5-HT)

DTaJOHHOE COeIMHEHUE: CEPOTOHUH

ITonoxUTENBHBINA KOHTPOJIb. CEPOTOHUH

Ycnosust nakyOupoBanust: peakiuu nposonuan B 50 MM Tris-HCl (pH 7,4) B Teuenue
30 munyt mpu 25°C. Peakuumio mnpekpamain ObICTPbIM BaKyyMHbIM (UIBTPOBAHUEM Ha

(I)I/IJ'IpraX N3 CTCKIIAHHOI'O BOJIOKHA. PaI[I/IoaKTI/IBHOCTb, 3aXBAa4YC€CHHYIO Ha (I)I/IJ'[praX,
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OTIPENENSsUT U CPABHUBAJIN C KOHTPOJBHBIMHU BEJIMYMHAMH JJISI TOTO, YTOOBI ONPEAENUTh JIFOObIE
B3aUMOJIEHCTBUS TECTUPYEMOTO COCAUHEHUS (COENMHEHMI) C CATOM CBSA3BIBAHHSI CEPOTOHHHA
5-HTs.

Ccbuka: British Journal of Pharmacology. 1993, 109, 618-24.

Pesynbratsl:

Coenunenue-1 cenextuBHO cBsizbiBaercsi ¢ 5-HT4 peuenTopoMm mpu TecTUpoOBaHUU in-
Vifro cnocoOOM CBSI3bIBAaHHMSI PAJHOJIMIaHAA Ha YeNOBeYecKoM pekoMOuHaHTHOM S5-HTy
peuenitope. in-vitro BeauunHa Ki coequnenusi-1 cocrasnsier 23,9 HM.

IIpumep 3:

3apauya Ha pacno3HaBaHue 00beKkTOB (/1 vivo Moxesb 1eMeHIHHN U3-32 MEHOMAY3bl):

Onepanyo IBYCTOPOHHEH OBapUAKTOMMM BBIMIOJNHSAIN CaMKaM KpbIC B Bo3pacte 7-8
Henenb. Bkparile, JKMBOTHBIX aHECTE3MPOBAIHM aBepTHHOM (2,2,2-tpubpomstanon) B mo3e 150
MI/KT BHYTPHOPIOIIWHHO, U OHU JIEXKAJU Ha ONEPALMOHHOM cToje. Paspe3 mo cpenHeil TuHUH
JeNajii B IOPCAIbHOUM 00JIaCTH HUKE TPYIHOM KJIETKU M Ha 1 M JlaTepaiibHee 1Mo 00e CTOPOHBI
OT CpenHed JWHUM, Jnejanmu HeOoJbImol pa3pe3 Ha Qacuum, YTOOBI ONpEeneTuTh
MECTOHAXOXAEHNE KUPOBOM TKaHU, MOAJEpKUBatoLelt suuHuku. IlyTeM MeneHHoro yaaneHus
JKUPOBOHM TKaHM SIMUHUK HAXOIWIM W OTpe3alu IOcCje MEepeBsi3KM pora MaTKU LIEJKOBBIMU
mBaMu. Ha Qacuuro Takke HakIaabIBaNIW LIBbI, M aHAJOTHYHBIA COCOO MOBTOPWIM C APYTOH
cTopoHbl. [IoBEpXHOCTHBIE CIIOM KOXKU 3aIIMBAJIH, BBOIWINA IeHTaMULUH (15 MI/KT, TOAKOKHO)
B KaueCTBE aHTUOMOTHKA U MeJIOKCHKaM (1 MI/KT, BHyTPUMBIIIEYHO) B KAYECTBE aHAJIBIETHUKA C
MOCJEAYIOINM HAaHECEHHEM IOBUAOH-HO/a Ha MOBEPXHOCTHBIE CIOM KOXKHU. DMH30UYECKYIO
naMsITh, KOTOpas NPEACTaBisieT coOOM BOCIIOMHMHAHUE 00 aBTOOMOrpauUecKux COOBITHSIX,
KOHTEKCTHBIX IO OTHOUIEHHIO K BPEMEHM, MECTY M T.A., OLEHUBAIU uepe3 ~12 Mecsues nocie
omepalyy, MPUMEHsIs 33/1a4y Ha pacrio3HaBaHHE OObEKTOB.

B 1 neHp sKcnepuMeHTa, KpbIC NMEPEHOCUTIM B OKCIEPUMEHTAJBbHYIO KOMHATy MJis
akknuMatusauud. Bo 2 nmeHb 3KCrepuMeHTa, BCE€ TIPYIIBI KUBOTHBIX MPHUyYald K CBOUM
MaHe)kaM s uchbITaHuil B TedeHHe 30 MuHyT nepen wucneitaHuem-1. Coenunenue-1
Hacrosiero u3odpereHusi BBoAWIH 3a 60 MUHYT A0 uchbitanus-1. B ucneitannu 1 x camkam
KpBIC B BO3pacTe OBAPUIKTOMHUH [TOMEINATIN HE3HAKOMYIO MOJIOZYIO KPbICY B COOTBETCTBYIOLINX
UCIIBITATENIbHBIX MaHeXax, T.e., B JIOMalllHel KjeTke, B TedeHHe 5 MUHYT. OTMedanu Bpems,
3aTpayeHHOE B3pPOCJION KPBICOM Ha COLMalIbHOE HccienoBanue aerenspima. [locne 60-MUHYTHOTO
MHTEpBajia MEX/y HCIBITAHUSMHU B3POCHbIX KPBIC MOJBEPIrajii UCIBITAHUIO-2. B ncnbiranuu 2
KpPBICAM B BO3PACTE OBAPUIKTOMHUH TOMEINAIH 3HAKOMYIO MOJIOAYI OCOO0b (ITOMEIIEHHYIO B
UCTIBITAHUU 1) BMECTE C HOBBIM JETEHBILIEM B COOTBETCTBYIOIINX HCIBITATEIbHBIX MAaHEXKaX B
TedeHre 5 MuHyT. OTMeuanu Bpewmsl, MOTPadeHHOE B3POCHIbIMH KpbICAMH Ha COLUAIbHOE
UCCleIoBaHNE JTMOO 3HAKOMOro, JIMOO HOBOTO [ETEeHbIIAa B HCIBITAHUU-2. PaccumrhiBain
IUCKPUMHUHALMOHHBINA uHIEKC (b-a3/b+a3) u cpaBHUBaNIM MeXAy rpynIaMu.

Pesynbratsr:

Coenunenue-1 ycrpanser nepUIUT NaMATH NPH PACIO3HABAHMM OOBEKTOB y CaMOK

KpbIc TuHUK Bucrtap ¢ ynanenasiMu ssuaaukamu (@urypa 1).



27

IIpumep 4:

3anaya Ha pacno3HaBaHue o0bekTa (/n vivo Moaejlb KOTHUTHBHOIO HApPYLIEHHsI,
BBI3BAHHOI0 XUMHOTepanueii):

CpoiicTBa, ynydInaroliie NO3HABaTEeNbHbIE CBOMCTBA, coenuHeHMs-1 mpu aepuuuTe,
CBA3aHHOM C XUMHUOTEpANMEH, OLEHUBAIW, MPUMEHssl MOJEb MO3HAHUS HA JKUBOTHBIX, T.€.
3a7a4dy Ha pacro3HaBaHUE OOBEKTOB.

Kpbic-camuoB nunun Bucrap (230-280 r) nmpyMeHsIM B KaU4eCTBE SKCIEPUMEHTATBHBIX
JKUBOTHBIX. YeTblpe JKHMBOTHBIX MPUMEHSAJIM B Kaxaou kamepe. Kpeicam mno3Bossau
aKKJIMMAaTU3UPOBAThCS B TeueHue 7 nHedt (nuu 1-7) x nmabopatopHbiM ycinoBusiM. KoruutusHoe
HapyIIeHUE, BbI3BAHHOE XUMHOTEpAIuel, BbI3bIBAIM HHBbEKIMEN nokcopyounmna (DOX) B noze
2,5 mr/kr BHyTpHOpromuHHO 1 pa3 B 5 pHEW BIIOTh 10 8 1ukios (8-49 num). [Tocne 4 mukioB
KpbICc Takke oOpabareiBaniu coenuHeHueM-1 Bmecre ¢ DOX BHyTpuOprOIIMHHO. 3amady
pacrio3HaBaHUsl OOBEKTa BBIMOJHSUIM B KPYIJIOM OTKPBITOM Tmoyie pasmepoM S0x50 cm,
cnemanHoM u3 akpuia. Ha 50-ii nmeHp skcmepumenrta, udepe3 60 MuH mocie o0paboTKH,
JKUBOTHBIX MPUYyYalid K MAHEXY B TeueHue 45 MUH.

Ha 51 neHp xuBOTHBIX 0OpabaThiBajl COOTBETCTBYIOIIMMU Mpenapatamu 3a 60 MHHYT
0 O3HakoMHuTenbHOro wucmbitaHust (T1), BO BpeMs KOTOPOro KpbicaM TPENbSBISUIA 1B
AHAJIOTMYHBIX O0BEKTa, T.€. cepeOpsiHbie KOOI MuiToHa (a1 U a2) B TeueHue 3 MuHyT. [locie
30-MHUHYTHOTO MHTEpBaJIa KPbIC MOABEPraii HCHbITaHUIO Ha BBIOOpP (T2) ¢ OmHMM 3HAKOMBIM
(cepeOpo, a3) u omHUM HOBBIM (KpacHbIii, b) mpenMeroM B TeueHue 3 MUHYT. Bo Bpewms
ucnbitanuii T1 u T2 Bpemsi uccinenoBaHus KaKAoro o0ObekTa (onpeaenseMoe Kak OOHIOXHUBAHUE,
00M3bIBaHNE, XKEBAHNUE WIIM HATUYHE IBHUXKYIINXCA BUOPUCC MTPU HANPABIEHUU HOCA K OOBEKTY
Ha PacCTOSIHUU MeHee 1 CM) perncTpUupoBajy OTJENBHO C OMOIIBIO PYYHOTO CEKYHIOMEpA.

Ccoinka: Behavioural Brain Research, 1988, 31, 47-59.

Pesynbratst:

Coenunenue-1 mokazano 3HAYUTEIBHO OOJiee BBICOKHI JUCKPUMHHALIMOHHBIA HWHAEKC,
YKa3bIBAIOLIMI Ha MOJIOKUTEIbHOE BIIUSTHUE HA MMO3HABATEBHYIO CIIOCOOHOCTH (Purypa 2).

IIpumep S:

JddexT coeaxuHenus-1 Ha HapyumleHHe mnaMATH, cBsi3aHHoe ¢ MK-801,
BbI3BIBAIOIIUM KOTHUTHBHbIE HAPYLICHHS

Kpbic-camuoB  nuamu  Bucrap (8-10  HenmenbHBIX) TPUMEHSUIM B Ka4yecTBE
SKCIIEPUMEHTANIBHBIX KUBOTHBIX. UeThIpe JKUBOTHBIX MPUMEHSIN B K10 kaMepe. JKUBOTHBIX
mumanyd numy Ha 20% 1o cpaBHEHHIO ¢ JHEM A0 skcnepumenTta. K Boxme oOecneumBanu
CBOOOIHBIN JOCTYN HA MPOTSDKEHHH BCETO 3KCnepuMeHTa. JKMBOTHBIX MOAAEp KUBAIU mpu 12-
4aCOBOM LIMKJIE CBET/TEMHOTA B MMOMELICHUH C KOHTPOJUPYEMOH TEMIEPaTypOi U BIaKHOCTBIO.
DKCHepUMEHT MPOBOAMIHN B KpyrJjoM moise pasmepoM 50x50 cm, crenaHHoM u3 akpuia. Kpsic
NpUyYagyd K MaHeKaM [Ji 3KCIEPHUMEHTOB B T€UYEHME BIUIOTh A0 45 MHUHYT NpU OTCYTCTBUU
KaKUX-JTHOO MPEIMETOB B IEPBBIi 1€Hb.

Ha 2 npenp 3a 60 muHyT 10 ¢a3pl O3HAKOMIJIEHHS >KMBOTHBIM BBOJWIN IJIale00 WM

coennHenue-1, u 3a 20 MUHYT 70 (a3bl 0O3HAKOMJIEHHUS JKUBOTHBIM BBOAWIM Iutaneto miu MK-
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801. Bo Bpems das3er o3nakomuieHust (T1) KpbIC MO OTHETBHOCTH MOMENIANd B MAaHEX Ha 3
MUHYTBI, TIPH 3TOM JBa UIEHTHYHBIX O0OBEKTa (a1 U az) pacmojaranu Ha pacctosHuu 10 cMm oT
crenbl. Yepes 90 munyt nocie T1 Bbmonssamu ¢asy Bbibopa. Kpbic moMermany B Te ke MaHEXH,
yro U B ucnbitanuu T1. Bo Bpems a3l BeiOopa (T2) kpricam NO3BOJISUIIN UCCIIEOBATh MAHEXK B
TeueHHe 3 MUHYT B MPUCYTCTBUH KOITMH 3HAKOMOTo 00BeKTa (a3) U OJHOro HOBOro oobekta (b).
Bo Bpems wucnbrranmii Ty m T» wuccienoBanust kaxkmoro oOwbekTa (onpenensieMble Kak
OoOHIOXMBaHUE, OOMU3bIBAHKE, KEBAHUE WIIM HAJINYNE ABIDKYIUNXCS BHOPUCC NPU HANPaBJICHUU
HOCa K OOBEKTY Ha PAacCTOSHUU MeHee | CM) PEerucTpUpOBaIM C TOMOLIBIO CEKYHIOMEpa.
WUHaekc TUCKPUMHHALMN PACCYUTHIBAIN KaK OTHOIIEHHE BPEMEHH, TOTPAYSHHOTO Ha U3yUYeHHE
HOBOTO OOBEKTa, MUHYC BpeMsl, IOTPAYCHHOE Ha M3Y4YEHHE 3HAKOMOro OOBEKTa, AEJICHHOE Ha
CYMMY BPEMEHH, 3aTPA4eHHOr0 Ha M3yYeHHE HOBOrO 0ObEKTa U 3HAKOMOTO OOBEKTa B TECTE Ha
BbIOOp ((urypa 3).

Ccpuika: TecT Ha pacmo3HaBaHHE OOBEKTOB IMPOBONWIM, Kak omucaHo Ennaceur, A,
Delacour, J., 1988, A new one-trial test for neurobiological studies of memory in rats-
Behavioural data, Behav. Brain Res., 31, 47-59.

PesynbraT: coenmuenme-1 obpamano HapymeHue namsTH, Bbi3zBaHHOe MK-801, mpwu
no3ax 0,3 u 1 mr/kr nepopansHo B NORT (durypa 3).

IIpumep 6:

¢ dexT coenuHenns-1 B JoMuHATHO-NoAYNHeHHOI Mmoaeau (DSM) aenpeccuu:

YCTpONUCTBO 11 UCOIBITAHUN M3TOTOBJISUIM M3 MPO3PAYHOro IJIACTUKA, U OH COCTOSI U3
IBYX HIEHTHUYHBIX Kamep (24x17x14 cm), coennHeHHbIX TyHHesneM (6x6x52 cm). Beero Obu10
oroOpano 220 kpeic-camuos JuHuu Bucrap (110 map) maccoii ~150-200 r. J)KuBotHbie Obutn
pPaHAOMHM3HMPOBAaHBI MO Macce Teyna U nomoOpaHbl MO Macce Tena momapHo. Ilapsl mpuydamu
YCTPOMCTBY Ui TECTUPOBAHUS U MOJIOKY B TeUe€HHE 5 MHUH B JIeHb B TeUeHHe S5 nHel (mepsas
Henens). JKUBOTHBIX NPHMEHSUIM TakK, 4YTOOBI 3TH MAapbl BCTPEYAINCh TOJBKO BO BpEMs
skcniepuMenTa. Kaxxnoii mape ObLT MpeaoCcTaBieH PaBHBIM TOCTYI K MOJIOKY, conepxamemy 9%
caxapo3bl B XUMUYeCKOM crakaHe (10 M), KOTopblii ObUT MOMEILIEH B OTBEPCTHUE HA MOJy B
cepenMHe TYHHeNss. B TedeHWe BTOPOl Hemennm pPEerncTPUPOBAIM W OLCHHUBAIHM BpEMS,
3aTpavynMBaeMOe NMapoil KPbIC HA MMUThHE MOJIOKA, B TeueHue S MuHyT. [1o okoHYaHuu S-MUHYTHOTO
nepuoja Tapy KpbIC BO3BPAIlAIM B HMX COOTBETCTBYIOIIME JOMAINHUE KIETKU. Jloist
UCCIIEIOBAHMS OTOMPAIH NAPbl KPBIC, KOTOPbIE COOTBETCTBOBAIIH CIEAYIOIIUM KPUTEPHUSIM.

1) Pa3sHunia B cpegHeM mokaszaTesie MUThs Mape Oblla 3HAYUTENBbHOU (IBYCTOPOHHUH t-
kpurepuii, p <0,05).

2) Ilokaszarenp IOMUHHPYIOLIETO >KUBOTHOrO sBisiercss Ha 25% OonpuimM, uem
NOKa3aTesb MOJYMHEHHOTO JKHBOTHOTO.

beun oroOpaHbl M PaHAOMHU3HPOBAHBI MAapbl, COOTBETCTBYIOILIME YKA3aHHBIM BBIIIE
KPUTEPHSIM, 110 YPOBHIM AOMUHHPOBaHUSA. Kak JOMHUHAHTHBIX, TAK U MOAYMHEHHBIX KHBOTHBIX
KOHTPOJIbHOH rpymnmbl oOpadateiBaiu mianedo (crepriibHas Boma, 4 MI/Kr, mepopanbHO). B
rpymnmnax oOpaOoTkHu coenuHeHHeM-1 MOTYMHEHHBIX SKUBOTHBIX 00padaThiBav COEAMHEHHEM- ]

(3 mr/kr, mepopaibHO), 1 UX JOMHUHAHTHBIX MapTHEPOB oOpabarbiBanu manebo (crepuibHas
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BONa, 4 MI/Kr, mepopasibHO). B Teuenue TecroBoro nepuona (Tpu HEIENN) BpeMs, 3aTPAaYeHHOE
Ha IHUTbE MOJIOKA, PErHCTPUPOBANU A KakKAOrO >KMBOTHOrO mapbl B TedeHue 5 MuHyT. llo
OKOHYAHUU UCTIBITAHUSA Ul BCEX KMBOTHBIX B IPyIIe ObLI MPEAOCTaBIE€H CBOOOIHBIN JOCTYII K
nuie B TedeHue | 4. O6paborky nmpoBoamuau 3a | 4ac 10 UCHBITAHMS B AHU TECTUPOBAHUS U B
IHY, KOTZa HE NMPOBOAMJIHN TECTHpOBaHHE, 00paboTKy mpoBogmnoch Mexay 10:00 u 16:00.
XusotHbIM oOOecnieynBaiM CBOOOAHBIM MOCTYN K TNHINE C MOJYIHS ISITHUIBI IO Bedepa
BOCKpECeHbsI (BBIXOJHBIC, HE TECTOBbIE THH). YPOBEHb IOMHHHUPOBAHHUS (CpelHEee 3HAUCHHE
pPa3HHLIbI B €KEIHEBHBIX IOKA3aTENsAX MUThS MEXKIY JAOMHUHHPYIOLUIMMHU M TMOAYUHEHHBIMU
napTHepaMH B TE€YCHHE MEePHOAA TECTHPOBAHUS) AHAIM3MPOBAJIH, MPUMEHSSI OTHO(PAKTOPHBIH
OUCHEPCUOHHBIN aHAJIW3 C TOBTOPHBIM H3MEPEHHEM C TMOCJIEAYIOLUM TeCTOM ThIOKH
OTHOCHUTEJIbHO MX YPOBHSI TOMHUHHUPOBAHUS B TeueHue 2-i Henenu (purypa 4).

Pe3yabTaT: YPOBHH JOMHHHUPOBAHUS IPyMIbl, 0OpaboTaHHOW coenuHeHueM-1 3 Mr/kr
NepOPaNbHO, YMEHBLIMINCh B TEUEHHE Neprona oOpaOOTKM M JOCTUIJIA 3HAYMMOCTH Ha S-H
(p<0,05) Hemene. OgHAKO OTHOLIEHHE NTOMHHHUPOBAHMSA M MOAYUHEHHs], C(HOPMHUpPOBABIIEECS B
TE€YeHHE BTOPOW HENeNH, OCTajach HEM3MEHHBIM B TrpyIe, mojydaBmiei rmianedo 10 my/kr
NepopasbHO, B TE€UYEHHE Bcero kypca obydenus. CoenuHeHne-1 Mmoka3aio aHTHAETIPECCHBHYIO
aKTHUBHOCTH (urypa 4).

IIpumep 7:

In vivo mukpoaunanus rojoBHoro mo3ra (3Q¢ekT KOMOMHAUMH coeJHHeHHUsI-1 H
NAPOKCETHHA HA MOAYJISILIUIO CEPOTOHHHA B BEHTPAJbHOM I'HNINOKAMIIe ):

ITon u3zodnypaHoBoil aHecTesnel camuam Kpbic JuHMKA Bucrtap (macca tena 240-300 r)
CTEpEOTaKCHUYECKH HMIUIAHTUPOBAJIN HANPABJSIIOIIYIO KAHIOJNKO I MHUKpPOJAUANIHu3a B
BeHTpasbHOM rummokamme (AP: -5,2 mm, ML: +5,0 mm, DV: -3,8 mwm). Koopaunatsr Opanu
corjacHo atnmacy ainst mosra kpeickl (Paxinos and Watson, 2004) ¢ penepHbIMH TOYKaMHy,
B3ATBIMH M3 OperMbl H BepTHKajau ueperna. KpbicaM TO3BOJISJIM  BOCCTaHABIMBATHCS
UHIMBUAYAIBHO B TEYEHHE YETHIPEX-IISATH JHEH B KPYIJIONOHHON Yallke W3 OpPrcTeKia co
CBOOOZHBIM JTOCTYTIOM K KOPMY H BOJIE.

3a AeHb 0 SKCIEPUMEHTA MO MHUKPOAHAIN3Y KPbIC MOACOEIUHAIN K JIByXKaHAJIbHOMY
JKUJIKOCTHOMY BEPTIIIOTY C ABOWHBIM KBapueBbiM HOkpeiTueM (Instech, BemmkoOpurtanus) Ha
pbl4are  MPOTHBOBECA, KOTOPbIH  TO3BOJSUT  JKMBOTHOMY  CBOOOJHO  MEPEMELIaThCs.
[Mpubnu3urenpbHO 3a INECTHAAATh YacOB JO Hayaja HCCIENOBAHUS NPEABAPUTEIHHO
YPAaBHOBELICHHbI 30HA Ui MUKpoaMaim3a (auanm3Has MemOpaHa 4 MM) BBOIWJIM B
BEHTpPAJIbHBIM TUIINOKAMII 4Yepe3 HaIpaBIAIOINYI KaHOMO. B aeHbp uccrienoBaHus 30HIBI
OTPBICKUBAIM MCKYCCTBEHHOW CIMMHHOMO3TOBOU skunkocteio (MCXK; 147 MM NaCl, 3,0 MM
KCI, 1,2 mM CaClz u 1,2 mM MgCly, pH 6,2) npu ckopoctu nortoka 1,5 mxin/mun. Ilocne
nepuona crabmmu3anuu B TedeHHe | vaca derelpe OasanbHbIX oOpasma cobupamu ¢ 30-
MUHYTHBIMH HMHTEPBajJlaMHU IO BBEICHMs MapokceTnHa (5 MI/kr, BHyTpuOprommuHHO). Yepes
TPUALATh MUHYT TOCJIE€ BBEIECHUS NMApPOKCETHHA BBOAMIN coequHeHue-1 (3 MI/Kr, nepopaibHO),
u oOpasipl cobmpanu eme B TedeHue 3,5 uvacoB. Jluanms3aTbl MIHOBEHHO 3aMOPAKUBAIU U

xpanwn nipu -70°C mepen ananmuzoMm. Ilocie 3aBepiieHMss ceaHCa AMAINA3a >KUBOTHBIX
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NOJIBEPTraJii MPOBEPKE Pa3MELeHHs 30HIA, W NMPAaBUIbHOE pa3MELICHHe 30HAa NMPHHUMAIH B
Ka4ecTBe KPUTEPHUs Il OTOOpA NaHHBIX OT KUBOTHOTO.

KonmnuecTBenHoe onpenenenue ceporonuna, npumensisi LC-MS/MS

KoHneHTpauun CepoTOHMHA B AHAIU3ATaX OIPEAENAIN KOJHMYECTBEHHO C IMOMOIIBIO
KX-MC/MC ananutudeckoro crnocoba, omucanHoro y Nirogi et al. [2013] mnocne
HEe3HAYUTENbHBIX N3MeHeHnH. OOpasLbl MogBepraiyu AepUBaTH3ALNN JAHCUIXJIOPUIOM, U 3aTeM
WOHHBIE Mapbl MPEIIECTBEHHUK-TTPOAYKT KOHTpoJupoBanu ¢ m/z 853,1-170,1, m/z 869,2-170,1
u m/z 643,3-170,1 nna nmaHcuiIMpoBaHHOrO nodaMuHA, HOpPAgpEeHaJuHA U CEPOTOHHUHA,
COOTBETCTBEHHO. KOJIMUYECTBEHHOE OIpeIeNieHue aHaJUTOB MPOBOIWIM, NMPUMEHSS TPOHHOM
KBaJPYTOJbHBIA TAHIEMHBI MAacC-CIIEKTPOMETP B PEKUME MOJOXKUTEIbHOW HOHHM3ALINY,
NPUMEHsIs MCTOYHUK HOHM3amuMu mpu arMochepHoM nasieHuu. Crnoco0 TIpaAMeHTHOro
SIOMPOBAHUS TIPUMEHSUTH JUI OTAENIEHHs] aHAIUTOB OT MEINAroIUX (PAaKTOpOB Ha KOJIOHKE C
BHEIHUMH NMOpUCThIMA MuKpodactuiiamu Agilent Poroshell 120 EC-C18.

CraTucTuueckuii aHaIN3:

AbcomoTHbIe 3HaYeHHs (B HMOJIB/J) CEPOTOHMHA MepeBOn B % u3MeHeHustSEM
OTHOCHTEJIbHO cpenHero OasanpHoro 3HaueHust 100%, onpeneseHHoro Kak cpegHee U3 YeTbIpex
3HaYeHWH 10 BBeAeHMs A03bl. CTaTUCTHYECKas 3HAYMMOCTb MEXIY CPEOHUMH 3HAYEHHUSIMHU
AUC nnst mpOLEHTHOTO W3MEHEHHMs YPOBHEH HEHPOTPAaHCMHUTTEPOB B TIpyImax o0paboTKu
ianedo pacCYNTHIBAIH, MPUMEHSST OTHO(PAKTOPHBIN AUCIIEPCUOHHBIN aHAIN3 C MOCIEAYOLIIM
tectoM [lanrerTa. IIponieHTHOE M3MEHEHHE YPOBHS CEPOTOHMHA MOCie 00pabOTKU CpaBHUBAIN
C TPYNION MapOKCEeTHHA, NPUMEHss ABYX(AKTOPHBI IUCIIEPCHOHHBIM aHamu3 (BpeMs H
o0paboTka) € MOCHENyIOIIUM TECTOM  MHOXECTBEHHOro cpaBHeHUs boHgepponu.
Cratuctuueckuii ananus nposoxwnu, npumenss Graph Pad Prism (Bepcust 4), u 3Ha4MMOCTb
yUUTBIBANACh NpU 3Ha4YeHuu p Menee 0,05 (purypa 5).

HenpaBunbHoe pasmeleHne 30HAA CUUTAIU KPUTEPUEM JJIsl OTKJIOHEHMsI AAHHBIX OT
JKUBOTHOTO.

References:

1. Paxinos G. and Watson C. (2004) Rat brain in stereotaxic coordinates. Academic
Press, New York

2. Nirogi R, et al. (2013) J Chromatogr B Analyt Technol Biomed Life Sci 913-914, 41-
47.

PesynbraT: B KOMOMHALMU C MApPOKCETHHOM, COEIUHEHHe-1 HacTOSIIero H300peTeHus
OKAa3bIBAJI0 CHHEPreTHYecKuil 3((eKT Ha BHEKJIETOYHBbIE YPOBHU CEPOTOHHWHA B BEHTPAJIHHOM
runmokamiie. O6padoTka ToNbKO coenuHeHneM-1 (3 MI/Kr, mepopajbHO) BEI3BIBAJIA MTOBBIIIEHUE
yYpOBHEH CEepOTOHMHA B TUMmokammne Ha 22% M0 CPaBHEHUIO C YPOBHSIMHU JI0 BBEIEHHUS JIO3BL.
AHaNOrn4HO, mMapokceTuH (5 MI/Kr, BHYTPHUOPIOIIMHHO) B OTAEIBHOCTH BBI3BIBAJ MOBBIIICHNE
YpOBHEH CEpOTOHMHAa B TMIIOKaMIle 1O CPEAHMX MaKCUMalbHbIX ypoBHell Ha 114% mo
CPaBHEHHIO C YPOBHSIMH A0 BBeneHUs n03bl. CoennHeHne-1 B KOMOMHAIMY C TAPOKCETUHOM (5
MI/KT, BHYTPUOPIOIIMHHO) BBI3BIBAJIO 3HAYUTEIBHO 0OJI€e BBICOKHII POCT CEPOTOHMHA, YEM 3TO

HaOJIO1aJIOCh TIPU MHAMBHIYAJIbHOH 00palboTke MM CyMMBbl UX 3(QQEKTOB Ha CEPOTOHHH.
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CpennHee MakCHUMalIbHOE YBEJMYEHUE YPOBHEH cepoTOoHMHA ObUTO Ha 253% BbIIe ypOBHEH 1O
BBEIIEHUsI 103l (PUCYHOK 5).

Cpennee 3Hauenue miomanun non kpusod (AUC), paccuuTaHHoe —IMOCIe
KOMOMHHPOBAHHON 00pabOTKH COoequHEeHHEeM-1 U MapoOKCEeTHHOM, ObUIO 3HAYUTEIBHO BBIIIE IO
CPaBHEHHIO C HHIAUBUAYAIbHOM 00pabOTKOM.

YcunuBaromuii 3GpQeKT mapoKceTHHa NMPU BBEJCHUU COCIUHEHUs-1 Mpeanoyaraer, uto
komOunupoBannoe BeeaeHne SSRI u 5-HT4 peuentopHoro aronucra (coenuHenwe-1)
ycunBaeT Hedporpancmuccuro S5-HT u mpensaraer moTEHUHANIbHYIHO BO3MOXKHOCTH JICUEHMS
nenpeccuu (Purypa 5).

IIpumep 8:

TecT pe3naeHT-BTOpPKEHEN:

IMpumensimu camios mbimeld CD1 maccoit 20-35 r (pe3unentsl), 15-25 r (BTOp KeHIBI) U
CaMOK MbIlIed mociae OBapudKTOMUU (20-25 1), Pe3uaeHTHBIX MbIIEH Npuydanu
MHIMBUAYAIBHO K CAMKAM MBbIIIEH C YIAICHHBIMH SIMUHUKAMH B K&KIOW KIIETKE. B-3CTpaguon B
noze 0,2 MI/Kr TOAKOXXHO BBOIWJIM CaMKaM MBILIEH BO BpeMsl NPUBBIKAHH. BTopikeHLEB
COLIMAJIBHO MPUYYau B TeUeHue 1 Hexenu.

B nenb 1 u nenp 2 BTOpKEHLA MOABEPTaan BO3AECHCTBUIO MBIIIU-PE3UACHTA B JOMALIHEN
KJeTke B TedeHue 10 MHHYT, U (PUKCHPOBAIN MPONOJLKUTENBHOCTh aTaku. B TedeHue 3Toro
nepuosa BO3IEHCTBHSI CAMOK MbIIed ynansiau u3 kierkd. Ha 4-if neHp kuBOTHbIE ObLTH
PaHIOMHU3UPOBAaHbl B 3aBUCHMOCTH OT MPOAOJKUTENBHOCTH HAMAACHUs, U OCYIIECTBISIN
coorBercTBytomue odbpaborku. Coemmuenue-1 (3, 10 m 30 wmr/kr, mepopaipHO) U IUIaEe0o
BBOAMJIN PE3UACHTHBIM MbllaM 3a 60 MUHYT A0 ucnbiTanus. Ilocne nHTepBana nocie BBEACHUs
703bl MBILIN-PE3UIEHTH] OJIBEPTAIUCh BO3AECHCTBUIO OAHOIO U TOTO )K€ BTOPKEHLA B TEUEHHE
10 MUH U perucTpupOBaIN NPOAOLKUTEIbHOCTD aTaKH.

Pesynbratsl:

Coenunenune-1 cHwkano ypoHu arpeccun CD1 wmpimeit nmpu 30 MI/Kr mepopaibHO
(Purypa 6).

Ipumep 9:

TecT NpUHYANUTENBHOIO MJIABAHUS HA MBIIIAX:

[TpuMeHsIM CaMLIOB IIBEWLAPCKHUX MbIIeH-atbOnHOCOB Maccoil 30-45 r. Mbpimam
BBOMM 1103y mianebo mwim SUVN-D4010. B xauectBe muanedo npumensuin soay. Yepes 30
MHUHYT 1OcJieé 00pabOTKM JKUBOTHBIX BCEX TPYIII MO OTHAENBbHOCTU MOMELIATN B IMJIMHAP U3
rutekcurnaca (Boicota 40 cM u mupuHa 17 cM) ¢ Bomoit riyOouHo# 12 cM, moaaepKuBaeMon mpH
temneparype 24+1°C Ha 6 MuHYT. PeructpupoBaiv mpoAOIKUTEIBHOCTh HEMOJBIKHOCTH U
NJIaBAHUS MBILIEH 34 NOCIeAHNUE 4 MUHYTBI.

Pesynbrarel.  coenuHeHHE-1  HE3HAYWTENBHO  YMEHBINANO  MPOAOJIKUTENBHOCTH

HETOJIBIKHOCTH, YTO CBHIIETENIbCTBYET 00 aHTHAenpeccaHTononobHbx dddekrax (purypa 7).
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D®OPMYJIA U3OBPETEHUS

1. Crioco® neueHHst nenpeccHH, BKIFOYAIOLIUI BBEJEHHE HYKAAIOLIEMYCS MallUEHTY
TepaneBTHUeCKd 3¢ (eKTUBHOro KojuuecTBa aroHucra peuentopa S5-HTs, rme aronucr
peuenropa S5-HTs mpencraBisier coboit coemuHeHue, sBistroineecs wusornpornui-3-{5-[1-(3-
mMetokcunponun)nunepuann-4-ui|-[ 1,3,4]okcanunazon-2-ui -1 H-ungazonom WUJIn €ero
(apmaLieBTHYECKH TIPUEMIIEMOMH COJIBIO.

2. Cnocob mo m. 1, rae ¢dapmaneBTuuecky mnpuemsemasi cosb usonponmi-3-{5-[1-(3-
MeTokcunporui ) nunepuana-4-wui|-[ 1,3,4]okcanuazon-2-un } -1 H-uanazona BbIOpaHa U3
ME3UJIATHOW, TUAPOXJIOPUIHOMN, OKCAJIATHOW, CYKLIMHATHOM, ()yMapaTHOM UK TAPTPATHOM COJIH.

3. Cnocob mo . 1 wu . 2, rae dpapManeBTHYECKH PUEeMJIeMast COJIb H30MPOII-3-{ 5-
[1-(3-meTokcunponwn)nunepunun-4-ui|-[ 1,3,4]okcaquazon-2-un }-1H-unnasona mnpencrasisier
coboit  m3onpomui-3-{5-[ 1-(3-meTokcunponwn)nunepunuH-4-wi|-[ 1,3,4Jokcagnazon-2-mmn }-1H-
MH/a30J1 OKcaar.

4. Cnocod mo mobOomy w3 m.n. 1-3, JONOJHUTENBHO BKIIIOUAIONINI BBEIACHHE
HY>KIAIOIIEMyCsl TAlMEeHTy CEeJNeKTHBHOTO WHrHOMTOpa OOpaTHOro 3axBara CEPOTOHHHA,
BBIOPAHHOTO W3 MApPOKCETHWHA, LUTAJIONpama, 3CLUTANonpama, (IyoKCeTHHA, CEepTpPaJIHHa,
JATOKCETHHA M BUJIA30J0HA MU UX (papMalieBTUYECKU MPUEMIIEMON COJIH.

ITo noBepenHocTn
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