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(57) Hacrosmee wu3oOperenue  OTHOCHTCS K HOBbIM  mpuMmenenusm  5-HT,  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(peHueid, aernpeccuy, KOTHUTUBHBIX HAPYIICHUH, BhI3BAHHBIX XUMHOTEpAIKEH, 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 alleTUTa U MHIIEeBOro moBeaeHus. Hacrosinee n3odperenue
TaKXKEe OTHOCUTCS K TMPUMCHCHUIO YKAa3aHHBIX COCJAWHCHHN B IMOJYYCHHH JICKAPCTBEHHOTO CPE/ICTBA,
NpeHa3HAYEHHOTO JUIsl JICUSHHUS] PACCTPOUCTB, OMHCAHHBIX B HACTOSIIEM H300PETCHHUH.
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OIIMCAHHUE U30BPETEHHUSA
2420- 568355EA/019
HOBBIE IPUMEHEHUSA 5-HT4 PEHEIITOPHOI'O ATOHUCTA

O0sacTb TEXHUKH HACTOSILEr0 H300peTeHHs

Hacrosimee n3o0pereHne OTHOCUTCS K HOBbIM mnpumeHeHusM S5-HT, peuenropHoro
arOHUCTA, KOHKPETHO uzonponui-3-{5-[ 1-(3-meTokcunponun) nunepuauH-4-um| -
[1,3,4]okcagunazon-2-un}-1H-uanasona win ero QapmaneBTHYECKH NPHEMIIEMOH CONH, IS
JIeYeHHsT EMEHLIMU H3-3a MEHOMAay3bl, CTapUeCKOro ciaboyMusi, KOTHUTUBHBIX HapYLICHUH,
CBSI3aHHBIX ¢  [mU30(peHuer, Oenpeccuy, KOTHUTHUBHBIX  HApPYIIEHHWH, BBI3BAHHBIX
XUMHOTEpanuel, U TOBEACHYECKUX M TICHXOJOIMYECKHX CHUMIITOMOB IEMEHIHH, TaKUX Kak
anatusi/Oe3paznudue, BO30YKIEHHE, arpeccusl, Jerpeccus, 0eCIoKOICTBO,
Pa3APAKUTENBHOCTE/ TAa0MIIBHOCTh, Auchopun, abeppaHTHOrO JBUTATENBHOTO MOBEICHHS,
Opena, raJUTFOIMHALINH, SK3aIbTalin/>H(pOPHH, TICHX032a, PACTOPMAKUBAHUS, HAPYIIEHUH CHA U
HOYHOTO TIOBEJCHUS WM PACCTPOWCTB amlmeTHTa W THIIeBOro noBeaeHus. Hacrosiee
n300peTeHne TakKe OTHOCHTCS K TPUMEHEHHIO VKa3aHHBIX COEOUHEHWH B TOJYYEHUH
JIEKApCTBEHHOTO CPENCTBA, TNPEIHA3HAYEHHOrO Ui JICUEHHs] PACCTPONCTB, OMHMCAHHBIX B
HACTOSIIIEM H300pETEHNH.

YPOBEHb TEXHUKH HACTOSAIEI'O H30BPETEHHSA

CHmXeHne KOTHUTHBHBIX (YHKIMH NPOUCXOAMUT V JKEHIIUH B NEPHOJ MEHOIAY3bl.
IIpumepHO 1BE TpeTH OJKEHIIMH JKAIYIOTCA Ha 3a0bIBUMBOCTb BO BpPEMS MEHOIAy3bl
OMIupuYecKre JaHHbIE CBHIETENBCTBYIOT O TOM, YTO JKEHIIMHBI B NEPU- U IOCTMEHOINay3e
NOKa3aJii XyALINE Pe3yJIbTaThl 10 TECTaM Ha MaMATh U KOTHUTHUBHBIE (PYHKIMU B T€YEHHE rofa
1oCJIe TOCNeAHeH MEHCTpPYaluy, YeM B IepuoJ, NPeAIleCTBYIOINNA MeHonay3e. Y JKeHIIUH B
nepu- U MOCTMEHOMAy3e, JOCTUTLINX JJAHHOTO COCTOSIHMS €CTECTBEHHBIM IIyTEM WM IyTeM
OBAapPUAKTOMHHM, KOTHUTHBHBIE (DYHKIMH 3HAYMTENBHO CHIKAKOTCS W3-32 XPOHUYECKOTO
COCTOSIHUSI TOPMOHAJIBHOM JIENPUBALIH.

JleMeHIWsI y JKEHIIUH B MOCTMEHOMAy3€¢ BIMACT Ha Pa3IMYHbIe KOMIOHEHTHI, & HMEHHO
Ha BepOaJbHYIO, SMU30AUYECKYIO, 3PUTENbHO-NPOCTPAHCTBEHHYI0 HABHUTALMIO, HApsAy C
neGuUUTOM BHHUMAHHSI ¥ HCIOJHHUTEIBHON (YHKLUWH, YTO OTPHULATENIbHO BIHAET Ha
NIOBCEIHEBHYIO JIEATENBHOCTD U, ClenoBaTebHO, Ha kKauecTBo u3Hu (KOK). CHmwkenune namstu
0o0bHO HamboJee 3aMEeTHO B Te4YeHHE 12 MecsleB IOcCie MOClIeNHed MeHCTpyauuu. Y
OOJNBIIMHCTBA JKEHINUH KOTHUTHBHAs (PYHKUMS BPAL JH YXYAIIUTCS B TIOCTMEHOIAy3€ I10
KaKUM-JINOO TPUYHMHAM, KPOME TeX, KOTOpPbIe OKHAAIOTCS NMPU HOPMAJIBHOM CTAPEHHUU. XOTS
MAaJIOBEPOSATHO, YTO B TIOCTMEHONAy3€ KOTHUTUBHbBIE (DYHKIIMH JKEHIIUHBI BEPHYTCS K TOMY, YTO
OBUIO 1O MeHOMay3bl, >KEHIIWHbI MOTYT aJalTHPOBATBCS M CO BPEMEHEM KOMIIEHCHPOBATh
CHMIITOMBI.

3amecturenpHas ropMmoHanbHas tepanus (31'T) korna-To cuuranachk crpareriuei nepBon
JVHUU JJIs1 JIEYEHUS Yy JKEHIIMH B IMOCTMEHONAay3€ INPU MAaTOJOTHYECKHX (PU3HUOJOTHUECKUX
U3MEHEHUSX W WHBAJIMIHOCTH, KOTOpble Heu3OexkHbl. ONHAKO HENaBHUE WCCIIEAOBAHUS,

NPOBEIEHHBIE C yyacTHeM »keHIMH B MeHomnay3e (WHIMS-Women’s Health Initiative Memory



Study), mpumm x BeIBOLY O HeraTuBHbIX d(ekrax 31T Hapsay ¢ MOBBILIEHHBIM PUCKOM PaKa
MAaTKH, SSMYHUKOB M T'PyId, TPOMOOSMOOJIHMH JIETOYHON apTepHH, CepAeyHbIX 3a0oieBaHUil U
uHcyabTa (JAMA, 2004, 291, 47-53, JAMA, 2002, 288, 321-333). Ha cerogHsIHMIA 1eHb IJIs
JAHHOHN MOMyJSIMMU He OJ00pEeHO anbTepHaTHBHOE U 3()(PEeKTHBHOE JeUeHHE, XOTsI HEKOTOpbIe
MHTHOUTOPBI XOJIMHACTEPA3bl MPOLLIN KIMHIYECKHE UCTIBITAaHNS. B 11e510M, JKeHIITMHBI IPOBOASAT
TPETh CBOEH JKU3HU B COCTOSIHUM XPOHHUYECKON MOPMOHAIBHON AeNpUBALUU, TO €CTh B MEPUON
MEHOIay3bl, YUYUTbIBast Bo3pacT S50 JIeT, KOrja OHH NMepeXUBal0T NEPEXOAHYI0 MEHOMay3Yy.

Peuentopsr 5S-HT,4 BBICOKO 3KCIPECCHPYIOTCS B TAKMUX OOJACTSIX MO3ra, KaK THIOKAMIIL,
MUHIQJIEBUIHOE TEJIO W KOpa TOJOBHOTO MO3ra, YTO MPEANONaraeT yd4acTHe peLenTopa B
koruutuBHBIX mponeccax (Curr. Opin. Pharmacol. 2011, 11, 87-93). Peuentopsr 5-HT4 moryT
UTPaTh BAXKHYIO POJIb B MPOLIECCAX MMO3HAHUS Yepe3 B3aUMOIEHCTBHE MEXIY XOJIHHEPTHIECKOM
W/WJTM THCTAMHHEPTUYECKON CHCTEMAaMU B THUMIIOKaMIIE M B 00JIACTSX KOPBI FOJOBHOTO MO3Ta.
Crumymsinusi  penenrropos  5-HT'  yBenmuuBaer ypOBHHM —BHEKJIETOYHONO THCTAMHHA U
AlleTUIIXOJIMHA Y TPBI3YHOB B IAHHBIX OOJIACTSIX MO3Td, yUaCTBYIOIIMX B KOTHUTUBHON (DYHKIIMH
(Neuroscience Letters 2016, 616, 197-203).

Peuentopusie aronuctel 5-HT, wMopymupyer mnenTunabl, NPOU3BONHBIE OT Oenka-
npenmecrsenHuka amuiouna (APP), Oera-amunomn (AP) u  pacTBOpUMBIN  OeNoOK-
npenmecTseHHUK ammionaa anbdpa (sAPPa) (Exp. Gerontol. 2003, 38, 159-66). SAPPa He

SIBJIIETCST  aMUJIOMAOTEHHBIM  O€elKOM M, Kak  cool0maercs, o0namaeT  MOIIHOI

)
HEMPONPOTEKTOPHOH POJIBIO MPOTUB HEWPOTOKCHYECKHX 3((EeKTOB riayramara U [-aMuiIouaa.
Penentopubiii aronuct 5-HT4 Takke yBennyuBaeT ypOBHH HEUpPOMENMATOPA aLETHIIXOJIMHA,
KOTOPBIH yuacTByeT B KOrHUTUBHBIX nporeccax (Curr. Drug Targets, 2004, 3, 39-51).

Heoxunanno Obuto oOHapykeHO, 4ro peuentopHblii aronuct S-HTs Hactosimero
n3o0peTeHust obpamaer BCIATh ASPUIMT NAMATH Ha KMBOTHOW MOAENH MeHomays3bl. Takum
obpasom, perenTopHbiii aroHucT S-HT,4 HacTosIIero n300peTeHus: MOXKeT ObITh MOTEHIIHATBHBIM
KaHIUJAaTOM B JIEKAPCTBEHHOE CPENICTBO JJIs JICUSHUsI CBSI3aHHOHN C MEHOMAay30¥ MOTepH NMaMsITH
Y KOTHUTUBHBIX (PYHKLIUH.

Crapueckoe ciaboymue mnpencraBisieT coboii 3aboieBaHue, BbI3BAHHOE IereHepaiuei
KJIETOK T'OJIOBHOTO MO3Ta M XapaKTEePHU3YIOIIeecs: CHIKEHHEM KOTHHUTHUBHBIX CIIOCOOHOCTEH. ITO
MOJKET BKJIFOUATh CIIOCOOHOCTb HENIOBEKAa KOHLIEHTPHUPOBATHCS, BCIIOMHHATH MH(GOPMALMIO U
NPABWIBHO OLEHUBATH CUTyalnt0. CTapoCTh NMpencTaBisieT COOOH yXyAIIEHHEe COCTOSIHUS Tela 1
pasyma, CBA3aHHOE C MO3JHUM cTapeHueM. [loka3zaHus CTapoCTH pa3auyaroTCs MO BPEMEHU UX
NOSIBIIEHUs. Y IUBUTENIbHO, HO peuentopHbii aroHuct 5-HT, Hacrosmero wusoOpereHus
yJIy4LINJ NaMATh Ha )KUBOTHOM MOZENIN CTapOCTH.

Amnatusi/6e3paznuuue, BO30YKIECHHE, arpeccusi, JeTpeccus, TPEBOTA,
Pa3apaKUTENILHOCTE TAOMIIBHOCTD, nuchopus, abeppaHTHOE IBHUraTEIbHOE TMOBEACHHE, Open,
raJUTFO LIMHALIAY, 3K3aJIbTalus/3i(opusi, ICUX03, paCTOPMAKUBAHKE, HAPYIIEHHE CHA M HOYHOTO
MOBEIEHUsl WJIM PACCTPONMCTBO amlmeTuTa M MHUILIEBOrO IOBEAECHMs SIBISAIOTCS OCHOBHBIMU
MOBEIEHYECKUMH U ICHUXOJOTMYECKHMMU CHMITOMAaMH Yy MALMEHTOB ¢ JeMeHuueil. JlaHHbIe

NOBEACHYCCKUE U TICUXOJIOTMYCCKHUE CHMIITOMBI BbI3BIBAOT CUJIBHYIO Oonb Y HOanu€HTOB C



AeMEHLMeH W JIHNL, YXa)XUBAIOIUX 32 HUMH. ClenoBaTelbHO, OCTAETCs HEYAOBIETBOPEHHAS
MEIUIMHCKasT TOTPEeOHOCTh B JICUEHHUH TOBEACHYECKHX U ICHXOJOTHYECKHX CHMIITOMOB
TI€MEHLIUH.

Peuentopusiii aronuct 5-HT, Hactosiero n3o0peTeHust HEOKUAAHHO CHIDKAET YPOBHH
arpeccuy M, CJIE€AOBATEJIbHO, MOXKET OBbITh IMOTEHIMAJbHBIM JIEYCHHEM IOBENEHYECKHX U
NICUXOJIOTHYECKUX CHUMITOMOB JAEMEHLMH, TaKuX Kak amarus/Oe3pasnuuue, BO30YKIEHHE,
arpeccusi, JENpeccusi, TPEeBOra, pPa3ApaKUTEIbHOCTH/JAOMIBHOCTh, Auchopun, adeppaHTHOE
IBUTATEJIbHOE  TOBeneHue, Open,  TrajUIOLMHALIMK,  OK3aJbTaluus/dHGopus,  ICHXO03,
pacTopMakKMBaHKME, HApyIIEHHE CHA W HOYHOTO IOBENEHHUS] WM PAacCTPONCTBA ammeTura U
MUILEBOTO MOBEICHHMS.

KorautuHast AMCOYHKIHS MPENCTABISET COOOH KITFOUEBYIO OCOOEHHOCTh MU30(PPEHHUH.
JeuuuT OT YMEPEHHOTrO 0 TSKEJIOr0 B HECKOJIBKUX 00JIACTSIX, BKJIOYAsi BHUMaHHE, pabodyro
namsiTh, BepOaspHOe 0OydeHue U namsiTh, U ynpasjsitomue Gpyukunn (Neuropsychiatr Dis Treat.
2006, 2 (4), 531-536; Clin Psychopharmacol Neurosci, 2018, 16 (1), 7-17). He omoOpeno
JieYeHNe KOTHUTHBHBIX HAPYLICHWH, CBA3aHHBIX C mm3odppenneil. HeoxunnaHHO Oka3anock, 4To
peuenTopHblii aromuct S-HT, Hacrosimero m300peTeHHs YIy4LIMWI MaMsATh Ha JKHUBOTHOH
MOJIeNT KOTHUTUBHBIX HAPYIICHUH MPH MU30()peHNH.

Pax TIPEICTaBIISIET coboit TpyIITy 3a00JeBaHMM, XaPaKTePU3YIOLITUXCS
HEKOHTPOJIUPYEMBIM POCTOM U PACIpPOCTPAHEHHEM AHOMAJBHBIX KJIETOK, KOTOPBIE SIBIISTFOTCS
BTOPOW NO 3HAYMMOCTH NPUYMHOM CMEPTH BO BCEM MHpE TIOCHIE CEePAEUHOCOCYANUCTHIX
3a0oneBaHuii. B cBsi3u C yiydlneHneM mokasaresiel BbDKUBAEMOCTH IPU PaKe BO BCEM MHUpE C
MIOMOIIBIO MEPENOBBIX TEPANEBTUYECKUX CTPATErHi BHUMAaHHE MCCIIENOBAaHUH ObLIO 0OpalieHo
Ha «BBDKMBAEMOCTb pakay Ul YJIy4IIEeHUs KadecTBA JKU3HU BBDKUBIIMX IIOCIE paka BO BCEM
mupe. JIJsi MHOTHX TMAalMEeHTOB, CTPANAIOLIMX 3JI0KAYECTBEHHBIMH HOBOOOPA30BAHUSIMH WU
pakoM, XUMHOTEpanusl SBJIAETCS JIYYLIMM BapHaHTOM OopbObl ¢ 3aboneBanmem. Jlaxke 10
BbIOOpa XUPYPrHYECKHUX U JIYYEBBIX CIOCOOOB B TEpamuH pakKa, XUMHOTEpPAIHs SBJISETCS
HEOLIEHNMbIM HWHCTPYMEHTOM JUIsi YMEHBIICHUS OpeMeHHu paka, Hu, KpOMe TOro, OHa
peKOMeHyeTcsl Mo MpuuuHe Oojiee TUIONOTBOPHOIO pPe3ysibTaTa CPENU BbIIENEePEUNCIEHHBIX
criocoboB. XoTst xuMuoTepanusi sBisieTcs 3Q(QEeKTUBHBIM CIIOCOOOM JIeUEHHsI MHOTHX BHIOB
paka, OHa TaKXe HMeeT OTpuuaTeiabHble ModouHble 3ddexrsr. M3-3a Hecnmenmduueckoro
XapakTepa YHUYTOXKEHHsS KJIETOK C MOMOINBI) XUMHOTEPANUU HEHpPOHAJIbHBIE KIJIETKH He
SIBJITFOTCS] UCKJIFOUEHHEM ISl TOTO, YTO JIEKUT B OCHOBE HEHPOOHOIOTHH «XMMHUYECKOTO MO3Ta
U CBSI3aHHBIX C HUM KOTHUTHBHBIX AeuuuToB. I[lalMeHThl, monydarompe XUMHOTEPAIHIO,
NOJIBEPTAlOTCS OBBIIIEHHOMY PUCKY H3MEHEHUS CTPYKTYPBI U (PYHKIIUH MO3Ta.

KnuHudeckue wucciemnoBaHust IMokazand, 4To 10 70% OHKOJIOTMYECKHX OOJIbHBIX,
NOJIyYaBIINX XUMHOTEPAIHIO, UCTIBITHIBAIOT KOorHuTHUBHBIE HapymeHus (Clin Cancer Res, 2012,
18 (7), 1954-1965). lanHOE€ KOTHUTHBHOE HapyIIE€HHE, OOBIYHO HA3bIBAEMOE «XUMHUYECKUM
MO3rOM», MOXKET BJIHSITb Ha pPadOUyld TamsiTh, BHUMaHHUE, CKOPOCTb OOpabOTKH IaHHBIX,
KOHLIEHTPALMIO U UCTIONHUTENbHble pyHKIMK. Jledunur, HaOmonaemslil npu "xumuorepanuu”,

COXPAaHSETCs B TEUEHHE IIIUTEIBbHOIO BpeMeHH, naxe 10 10 yer nocie nocieaHei nojy4eHHon



xumuorepanui. [1oka 4To TepaneBTHUECKOe BMEIATENLCTBO HE JOCTYITHO UM HE OT0OpEHO st
ro0anpHON MOMYJSIMMK BBDKUBINUX TNocjie paka. HeoknpmaHHO OKa3anoch, YTO PeLENTOPHBIH
aronuct 5-HT4 Hactosmero m3oOpeTeHHs yayd4IIni MamsTh Ha >KUBOTHOW Mozaenu neduumra
NaMSITH, CBSI3aHHOHN ¢ XUMHOTEpaIueil.

bonesur Anbrretimepa (bA) u gempeccusi mpencTaBIsIIOT COOOM pacmpoOCTpaHEHHbBIE
npoOeMbl TICUXUYECKOTO 3A0POBbS CPEeAM MOXWUIbIX Joned. BA 0oObMHO compoBoXKIaeTcs
pasnuuHBIMH NcuXOHeBposorndyeckumu cumnromamu (HIIB). B wactHOCTH, M3BECTHO, YTO OHA
COIPOBOKAAETCS IEMPECCUBHBIMU CHMITOMaMH Ha panHeid craguu (Psychiatry Investig, 2017,
14 (3), 271-280), HO CBsI3b MeXy TsDKECThIO BA U pacnpOCTpaHEHHOCTBIO NIENPECCUU ellle He
scHa. Jlenpeccust mpu AJl siBisieTcss O4YeHb PACIpPOCTPAHEHHOH, M €€ pacnpOCTPAHEHHOCTH B
nonyJsinun ¢ AJ] cocrasisietT okoio 50%, HO YaCTOTa MOXKET BapbHPOBATHCS B 3aBUCHMOCTU OT
crioco0a AMArHOCTHKH, CTENEHH JENPECCHH U HCCiIenyeMoi monyssinud. Kpome Toro, cornacHo
IOJITOCPOYHOMY MPOCIIEKTUBHOMY HCCJICIOBAHUIO, BO3HUKHOBEHHE JENPECCHH BO BpeMs
NPOTPECCUPYIOIEH TEMEHLIMN WM JIETKOTO KOTHUTHBHOTO HApPYIIEHHs KaXXeTCsi Oojiee 4acThIM,
yeM B oOmei mnomymsuuu. Penenroprsiii aronmmct S5-HT, Hacrosimero usoOpereHus
NPOIEMOHCTPUPOBAJ AHTUAETIPECCUBHYIO AKTHBHOCTh HAa JKMBOTHOH Monenu nenpeccnu. B
JOTIOJIHEHNE K JIEMOHCTPALUU aBTOHOMHOH 3¢ (deKkTuBHOCTH penentopHbli aroHuct S5-HTy
HACTOSIIIEro M300peTeHus B KOMOMHAILMKM C CEJIEKTUBHBIM HMHIHOUTOPOM OOpaTHOrO 3axBaTa
ceporonnHa (SSRI) oka3biBan cuHepreTrueckuii 3pPekr Ha BHEKJIETOUHbIE YPOBHH CEPOTOHHUHA
(5-HT) B BeHTpasbHOM TUNIOKAMIIE, YTO IO3BOJSIET MPEAIIONOKUTh, YTO KOMOWHUPOBAHHOE
BBE/ICHHE CEJIEKTHBHOI'O MHIMOUTOpa 0OPaTHOrO 3aXBaTa CEPOTOHUHA U PELIENITOPHOIO arOHUCTA
5-HT4 Hactosmero wuszoOperenus ycuinuaer HelporpaHcmuccuto S5-HT u obecneunBaer
MOTEHIIUAJ B JICUEHUH AETIPECCUU.

B Hacrosimee Bpemsi He 0OI00OPEHO JIEKaPCTBEHHOE CPEACTBO ISl JICYCHUs IEMEHLIUH 13-
3a MEHOMAay3bl, CTAPUECKON AeMEHIINH, KOTHUTUBHBIX HApYLICHNH, CBS3aHHBIX C MIN30(ppEeHUEH,
KOTHUTHBHBIX HAPYIIEHH, BbI3BAHHBIX XUMHOTEpAIel, U MOBEACHUYECKIX U MCHUXOJIOTHUECKUX
CHUMIITOMOB JIEMEHIIMH, TaKUX Kak amaTus/Oe3pasiuuue, BO3OYKIEHHE, arpeccusi, Ierpeccus,
OECIOKONCTBO, Pa3APaKUTENbHOCTL/TA0MIBHOCTD, nucdopus, adeppaHTHOE ABHUraTelbHOE
NOBEJCHUE, Opel, TAJUTIOLHMHALUK, SK3aJbTalus/3H(opus, TICHUX03, PaCTOPMaKUBAHUE,
HApYLIEHHe CHA U HOYHOTO TOBEICHUS WU PACCTPOICTBA AlMETHTA U MHIIEBOTO MOBEIEHHSL.
JlaHHbIE KOTHUTUBHBIE, TIOBEICHYECKHE M IICUXOJIOTMYECKHE CHMITOMBI BBI3BIBAIOT CHIIBHYIO
00Nb y MAIMEeHTOB, CTPANAIOIINX KOTHUTUBHBIMH HAPYILICHUSIMH, U y Te€X, KTO 332 HHUMH
yxaxwupaeT. ClenoBaTebHO, OCTAETCsl HEYOBIETBOPEHHAS TOTPEOHOCTh B JICYCHUH JEMEHLIUU
U3-32 MEHOMNay3bl, CTapyYeCKOro CJa0OyMHs, KOTHUTHUBHBIX HApPYLIEHWH, CBS3aHHBIX C
mu30(ppeHnel, KOTHUTUBHBIX HAPYLICHWH, BBI3BAHHBIX XMMHOTEpANUEH, W TOBEIEHYECKUX U
MICUXOJIOTHYECKUX CHUMIITOMOB JEMEHLMH, TAaKUX Kak amaTtusi/Oe3pasnuyue, BO30OyKIEHUE,
arpeccusi,  JAemnpeccusi,  OECIIOKOWCTBO,  pa3ApakKUTENIbHOCTB/JTa0MIBHOCTh,  auchopus,
abeppaHTHOE JBHUTraTeJIbHOE MOBENEHUe, Opel, TajuTIOLMHALINY, dK3abTalus/3u(opusi, mcuxos,
pacTopMaKMBaHHE, HAPyIIEHUs CHAa M HOYHOTO IOBEACHUS WM PacCTPOICTBA almeTura u

MULLEBOro noseAeHus. Heoxknnanuo okas3anoce, uTo peuentopHelid aroHucT S-HT4 Hactosimero



n300peTeHNs 3HAUUTENbHO 00paThII e UIUT NaMATH B Pa3IMYHBIX MOJIENSAX HA KUBOTHBIX, YTO
YKa3bIBa€T Ha TO, YTO OH MOJKET OBITh MOTEHIMAIbHBIM KAaHAUAATOM B JIEKAPCTBEHHOE CPEICTBO
11 JIEUEHUs IOTEPU MaMSATH U KOTHUTHBHBIX (DYHKIIMH, CBA3aHHBIX C MEHOIAY30H, CTapuecKoi
JEMEHIINH, KOTHUTUBHBIX HAPYIIEHUH, CBA3aHHBIX C MNU30(peHneli, KOTHUTUBHBIX HapyIIEHUH,
BBI3BAHHBIX XUMHOTEPAIUEH, MOBEAEHUYECKUX U MICUXOJOTHYECKUX CUMITOMOB AEMEHLIUN.

CYIIHOCTDB HACTOAIIEI'O H30BPETEHUA

Ilenp HacTosEero M300pETEHHs 3aKIIOYAETCs] B IPENOCTABICHUU CHOCo0a JIeYeHUs
3a0oNeBaHMsl HWJIM PACCTPOICTBA, omocpenoBaHHOro S-peuentopoMm HT,, mnpumensis 5-HT,4
peuenTopHbIii aroHucT, rae S-HT,4 peuentopHblii arOHUCT NPEACTaBiIsieT COOOM H30MPOIUII-3-
{5-[1-(3-metokcunponun)nunepuann-4-un|-[ 1,3,4]Jokcanunazon-2-wn }-1H-ugason  wim  ero
(apMaleBTHYECKH TPHEMIIEMYIO COJIb.

B mepBom acniekre, HacTosee U300PETEHNE OTHOCUTCS K CIOCOOY JIEUEHUS] AeMEHIUH
U3-32 MEHOMNAy3bl, CTAapUeCKOro CJa0OyMHs, KOTHHTHUBHBIX HApPYLIEHHWH, CBSI3aHHBIX C
mHU30(ppEeHNel, NenpeccHy, KOTHUTUBHOIO HAPYIICHHUS, BBI3BAHHOTO XHMHUOTEpamnued, u
MOBEIEHYECKUX ¢ IICUXOJIOTUYECKUX CHMITOMOB JAE€MEHLIMH, BKJIOYAIOIIEMYy BBEJEHUE
HY>KIAIOLIEMyCsl TTaLMEHTy TePamneBTHYeCKH H(P(PEKTUBHOIO KOJIWYECTBA PELENTOPHOTO
aronucra 5-HT4, rne peuenropusiii aronuct S-HT4 npencrasnser coboit nzonpornmi-3-{5-[1-(3-
mMeTokcunponmn)nunepuana-4-wmi|-[ 1,3,4]okcaanazon-2-wn -1 H-uanazon WA ero
bapmMareBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom acnekre, HacTosiiee H300peTeHHe OTHOCUTCS K CIOCOOY JIEUEeHUs] AeMEHIMU
U3-32 MEHOMAy3bl, BKJIOYAIOIIEMY BBEICHUE HYXIAIOLEMYyCsl MNALUEHTy TepaneBTHUECKU
s¢pdexTuBHOrO KONMMUEecTBa peuentopHoro aronucra 5-HT,4, roe 5-HT, peuenTopHbiil aroHucT
MIPEACTABIISIET coboii uzonponui-3-{5-[ 1-(3-meTokcunpornn ) nunepuauH-4- |-
[1,3,4]okcanunazon-2-ui}- 1 H-unnazon wim ero papmManeBTHUECKU TPUEMIIEMYIO COJIb.

B npyrom acnekre, HacTosiee H300peTeHne OTHOCUTCS K CIIOCO0Y JIEYeHUsT CTapYeCKOro
cnaboymusi, BKJIIOYAIOLIEMY  BBEIEHHE  HYKOAIOIEMYCS  MAalMEHTY  TepareBTUYECKH
s dexTuBHOrO KONMMYeCTBa penenTopHoro aronucra 5-HT4, roe peuentophbiii aronuct 5-HTy
MIPENCTABISIET coboii uzonponui-3-{5-[ 1-(3-merokcunponui)nunepuauH-4-mi|-
[1,3,4]okcannazon-2-wn}-1H-uHnazon umu ero papManeBTHUECKH IPUEMIIEMYIO COJIb.

B npyrom acmekre, Hacrosimee H300pEeTEHHE OTHOCHTCS K CIOCOOy JIeYeHHUs
KOTHUTHBHBIX ~ HApYIIEHHWH, CBA3aHHBIX C IIU30(PEHHEH, BKIIOYAIOIIEMY BBEICHHUE
HY>KIAIOLIEMyCsl TTALIMEHTy TepamneBTU4YeCKH S(P(HEKTUBHOTO KOJHYECTBA PELENITOPHOTrO
aronucta 5-HT,, roe 5-HT, peuentopHslii aroHUCT mipeacTasisier coboi uzonpomnmi-3-{5-[1-(3-
mMeTokcunponmn)nunepuana-4-wmn|-[ 1,3,4]okcannazon-2-wn - 1 H-uanazon WJIN ero
bapmMareBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom acnekre, HacTosiee n300peTeHrne OTHOCUTCS K CIIOCOOY JISUEHHsI AETIPECCUH,
BKJIFOYAIOLIIEMY BBEACHHE HYXKNAIOLIEMyCsl TAalHUEHTy TepaneBTHYecKH 3((eKTUBHOTO
KojuuecTsa peuentopHoro aronucra 5-HTy, roe 5-HT4 peuentopHelili arOHUCT NpPEACTaBIsieT
coboit  m3omnporui-3-{5-[ 1-(3-merokcunponwn)nmunepunuH-4-mi|-[ 1,3,4]Jokcagnazon-2-un §-1H-

HNHAA30J1 HJIK €ro (l)apMaI_[eBTI/ILIeCKI/I MNPpUEMIJIEMYTO COJIb.



B npyrom acnekre, HacTosiee n300peTeHNe OTHOCUTCS K CIIOCO0Y JIEUeHHs IETIPECCHH,
BKJIFOUAIOLIIEMY BBEACHHE HYXKNAIOLIEMyCsl TMAalHUeHTy TepaneBTHYecKH 3((eKTUBHOrO
KonudecTBa penentopHoro aronucra 5-HT4 u cenekTuBHOro MHruOuropa oOpaTHOrO 3axBaTa
cepoToHUHA, rae peuentopHbii aronuct 5-HT4 mpeacrasnser coboii msompomnui-3-{5-[1-(3-
MeTokcunpormui)nunepuann-4-un|-[1,3,4]okcaanaszon-2-un -1 H-unnazon 15R)05 ero
(apmaLeBTHYECKH TPUEMIIEMYIO COJIb.

B napyrom acmekrte, Hacrosinee H300peTEHHE OTHOCUTCA K CHocoly JieueHus
KOTHUTHBHOTO  HApyIIEHUs, BbI3BAHHOTO XHUMHOTeparvell, BKJIIOYAIOINEMy  BBEACHHE
HY>KIAIOLIEMyCsl TTALIMEHTy TeparneBTU4YeCKH O(P(PEKTUBHOIO KOJIUYECTBA PELENTOPHOTO
aronucra 5-HTy, roe peuentopueiii aronuct S-HT4 npencrasnser coboit usonpomnwmn-3-{5-[1-(3-
mMeTokcunponu)nunepuana-4-wun|-[ 1,3,4]okcannazon-2-un - 1 H-uanazon W1 ero
(bapManeBTHYECKH MPHEMIIEMYIO COJIb.

B npyrom acmekre, Hacrosimee H300pETEHHE OTHOCHTCS K CIOCO0y  JIeYeHHUs
MOBEIEHYECKUX ¢ IICUXOJIOTUYECKUX CHMITOMOB JAEMEHILMH, BKJIOYAIOIEMYy BBEIEHHE
HY>KIAIOLIEMyCsl TTALMEHTy TeParneBTU4YeCKH 3(P(PEKTUBHOIO KOJIUYECTBA PELENTOPHOTO
aronucra 5-HT4, roe peuenropueiii aronuct S-HT4 npencrasnser coboit usonpomnwmn-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-mn|-[ 1,3,4]okcagnazon-2-wn - 1 H-uanazon W €ero
bapmMareBTUIECKH TPHEMIIEMYIO COJIb.

B npyrom acnekre, HacTosiee H300peTeHNe OTHOCUTCS K MPUMEHEHHIO PELENTOPHOTO
aronucra 5-HTs, B wactHocTH wm3omnponui-3-{5-[1-(3-meTokcunpomnun)nunepuaus-4-u|-
[1,3,4]okcagnazon-2-un}-1H-uanasona win ero QgapManeBTUYECKH NPUEMIIEMOW COJIH, IS
JeUeHUsT NEMEHLIMU H3-32 MEHOMAay3bl, CTapuecKoro cnaboyMusi, KOTHUTHUBHBIX HapyLIEHUH,
CBSI3aHHBIX €  INU30(QpEHuel, Jernpeccuy, KOTHUTUBHOTO  HApPYLIEHMs, BbI3BAHHOTO
XHUMHOTEpaNne, U MOBEACHYECKUX U ICUXOJOTMYECKUX CHUMITOMOB NEMEHLMH, TAKHX Kak
amatust/Oe3paznyme, BO30YXKIeHHE, arpeccus, AeTpeccus, TpeBora,
Pa3apaKUTENIbHOCTE/ TAOMIBHOCTD, MUCchopus, adeppaHTHOE IBHUraTEIbHOE TMOBEACHHE, Open,
TAJUTFOLIMHALIMY, OK3aIbTalus/3i(opus, TNCUX03, PACTOPMONKEHHOCTb, HAPyIIEHUs CHA W
HOYHOTO MOBEAEHUS UJIU PACCTPOICTBA anneTuTa 1 MUILIEBOro MOBEASHHS.

B npyrom acnekre, HacTosiee H300peTeHHe OTHOCUTCS K MPUMEHEHHIO PELEeNTOPHOTO
aronncra 5-HTs, B wactHocTH wm3omponwi-3-{5-[1-(3-MeToKCHIIPOTII ) TUIepUIuH-4- 11| -
[1,3,4]okcannazon-2-un}-1H-uanazona wnu ero (apMareBTHUECKH MPHEMIIEMOW COJIM, B
KOMOWHALIMA C CEJIEKTUBHBIM HHTHOMTOPOM OOpPAaTHOTO 3aXBaTa CEPOTOHUHA JIsl JICYCHHSI
Jenpeccuu.

B npyrom acnmekre, Hacrosimee H300peTeHHE OTHOCUTCS K (apMaleBTHYECKOH
KOMIO3UIMK Uil NpPUMEHEHUs B JIEYeHUM J[AEMEHLUU U3-32 MEHOMNay3bl, CTap4yeCcKOro
cnaboyMusi, KOTHUTUBHBIX HApYIICHUH, CBSI3aHHBIX C IIN30(peHNel, 1enpecCu, KOTHUTUBHOTO
HapyIIEHUs, BbI3BAHHOIO XUMHUOTEpanuei, U MOBeIeHYECKUX U MCUXOJOrHYEeCKUX CHMIITOMOB
OeMEeHLUH,  conepykamied  peuenTopHbiii  aroHuct  S5-HT4,  usompormn-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-mi|-[ 1,3,4]okcaanazon-2-mn § -1 H-uanazon 1GR)05 ero

(bapmMaLeBTUYECKU MPUEMIIEMYIO COJIb U €ro (papMaleBTUYECKH IPUeMJIeMble BCIIOMOTaTeNIbHbIE



BEIIECTBA.

KPATKOE OITHCAHHUE YEPTEXXEN

Qdurypa 1 mnokasbBaer d¢pdexkT coenuHeHHA-1 Ha  CBOWCTBA, YJIyHLIAOIINE
NIO3HABATENIbHbIE CIOCOOHOCTH, NPUMEHsSs 3aJaud paclo3HaBaHHE OOBEKTOB Yy KpBIC C
yIlaJI€HHbIMU STHYHUKAMH.

@urypa 2 mnokasbiBaeT 3pQeKxT coenuHeHHs-1 Ha OePUUUT NamsTH, CBA3AHHBIA C
KOTHUTUBHBIMH HapyLIeHUsIMY, BbI3BaHHBIMU DOX.

@durypa 3 mnokasbiBaer d(p¢dexkrt coenuHeHus-1 Ha NeQUUUT MaAMSATH, CBS3AHHBIA C
KOTHUTHBHBIMH HapylLIeHUsIMH, BbI3BaHHBIMU MK-801.

durypa 4 mnokasbBaer 3PQexT coenuHeHHs-1 B TOMHMHATHO-TIOAYMHEHHOW MOJENH
(DSM) nenpeccumn.

durypa 5 mokaseiBaeT 3¢dexrT coenuHeHHs-1 B KOMOMHAIIMM C MAapOKCETHHOM Ha
MOZYJISILIMIO CEPOTOHNHA B BEHTPAJILHOM THITIIOKAMITE.

durypa 6 nokasbiBaeT 3pPexT coenuHerns-1 Ha ypoBHH arpeccuu Mpimieit CD1.

durypa 7 nokassiBaeT 3pdexr coenuHeHs-1 B TeCTe MPUHYAUTEIBHOTO IJIABAHUS HA
MBIIIAX.

HOJAPOBHOE OITMCAHUE HACTOSIIIEI'O N3OBPETEHHUSA

Ecnu He yka3aHO WHOe, CIEAYIOLINE TEPMUHBI, MPUMEHSEMbIE B OMHCAHUHM U (PopMyie
n300pETeHNs], UMEIOT 3HAYEHUS, YKA3aHHBIE HIKE:

Tepmun “5-HT4 penentopHbili aroHUCT , KaK MPUMEHSIOT B HACTOSIIEM H300pETeHHH,
OTHOCUTCSl K JIMTAHAY WIM JIEKApCTBEHHOMY CPENCTBY, KOTOpBIA 00Jajaer CpPOACTBOM K
ceporoHnHoBoMy S-HT4 perienropy, ycunupaer UM yaydmaer (GyHKIMOHHPOBAHHUE PELENTOpPa
5-HT,4. Ilpumep 5-HT4 peuenTopHOro aronucra mpezacrasisier coboit msomnpormi-3-{5-[1-(3-
mMeTokcunpornui)nunepuann-4-unl-[ 1,3,4]okcaauaszon-2-un -1 H-unnazon WJTH ero
(apmaLeBTHYECKH IPUEMIIEMYIO COJb.

ITpumepsl (apMaLEBTUUECKH TMPHEMJIEMON COJM YKAa3aHHOTO BBIIE COEIUHEHHS
BKJIFOYAIOT, HO HE OTPAHUYHMBAIOTCS, M30MPONHI-3-{5-[1-(3-MeTOKCHIIPONII)TUNePUIUH-4- 1] -
[1,3,4]okcanmnazon-2-un}-1H-uHnaszon okcanar.

TepmuH "cenekTUBHBIH UHTHOUTOP OOPATHOTO 3aXBaTa CEPOTOHMHA", KAK MPUMEHSIIOT B
HACTOSIIEM H300PETeHUH, MPEACTABISIET COOOH XUMHYECKOe COSNUHEHHE TN JICKApCTBEHHOE
CPEICTBO, KOTOPOE CEJIEKTUBHO MHTHOUPYET peabCcopOIuio miiu 0OpaTHBIN 3aXBaT CEPOTOHUHA B
MO3re, Jeniasi JOCTYIHBIM OoJbliiee KOJNUYECTBO CEPOTOHMHA. [IpuMephl CEIeKTHBHOTO
uHruouTopa oOpPaTHOrO 3aXBaTa CEPOTOHHWHA MPEACTABISIFOT COOOHM MAPOKCETHH, LUTAJIONPAM,
scuuTaionpaM, (IYOKCETHH, CepTPAIMH, NANOKCETHH M BHJIA30[OH WK (papManeBTHYECKH
NpUEMIIEMYIO COJIb. bojiee MpenmnouTUTENhbHO CEeNEeKTUBHBIM HHIHOUTOP OOpaTHOrO 3axBara
CEpOTOHHMHA MPEACTABIAET COOOH MapOKCETUH WM (HapMaLEBTHYECKH MPUEMIIEMYIO COJIb.

Tepmun, “nemeHnMs M3-3a MEHOMNAy3bl , KaK NMPUMEHSIOT B HACTOSINEM H300pETEHHH,
OTHOCUTCSI K CHIDKEHUIO KOTHUTHUBHBIX (DYHKIHMH, NOTEpU NaMATH, 3a0BIBUMBOCTH WM
HAPYLICHUIO MaMSATH B MOMYJIILMU JKEHIIUH B IEPUMEHONAy3aIbHOM I TIOCTMEHONAy3aIbHOM

BO3PacTE UJIN OBAPUIKTOMHUPOBAHHOM COCTOSHUU.



Tepmun, “crapyeckoe cnaboymue’, Kak NPUMEHSIOT B HACTOSIIEM H300pETeHHH,
OTHOCHUTCSI K JAE€MEHLIUHU H3-32 €CTECTBEHHOI'O CTapeHMs, KOTOopas BO3HUKAET Yy MOXKUIOTO
HaCeJIeHusl.

TepmuH, “KOrHUTHBHBIE HAPYLIEHUs, CBS3aHHbIE C MIM30(peHHel”’, Kak NMPUMEHSIOT B
HACTOSIIEM H300pETeHNH, OTHOCUTCSI K KOTHUTUBHBIM HAPyLIEHUSAM IIU30(QpeHuH (OJHOMY H3
KJIFOUEBBIX CHUMIITOMOB), KOTOpPbIE Pa3BUBAIOTCS BO Bpems mu3odpennn. Hapymenue sBistoTcs
OT YMEPEHHBIX IO CEPbe3HBbIX MO HECKOJbKUM HAIIPABICHUSM, BKJIIOYas BHHUMaHHe, pabouyro
namsITh, BepOaTbHOE OOYYEeHUE U MaMSITh, U HCIIOJHUTEIbHbIE (OYHKIHIH.

TepmuH, “memnpeccus’, Kak TPHUMEHSIOT B HACTOSIIEM H300PETEHUH, OTHOCHUTCS K
NICUXUYECKOMY PacCTPONCTBY, XapaKTePU3YIOIIEMYyCsl CTONKUM IONABJIE€HHBIM HACTPOEHUEM
WIM TOoTepeld WHTepeca K 3aHATUSAM, 4YTO TMPUBOAUT K 3HAUUTEIbHBIM HapyLICHUSM
MOBCEAHEBHOMN XXKU3HU.

TepmuH, “KOTHUTHUBHOI'O HapylIEHHUs, BBI3BAHHOTO XMMHOTEpanuei”, Kak MPUMEHSIOT B
HACTOSIIEM HM300PETEHUH, OTHOCHTCS K XHUMHUYECKOMY MO3Ty, 0003HadaeT KOTHUTUBHbBIE
U3MEHEHHUs, KOTOPblEe BO3HUKAIOT KakK MoOOUYHBINA 3¢ ekt xumuorepanuu. J[aHHbIE U3MEHEHHS
MOTYT OBbITb BPEMEHHBIMH H3MEHEHUSIMHU MaMATH M MBICIUTEIBHOTO mporecca. KorHuruesaoe
HAapyLIEHWe, BBI3BAHHOE XUMHOTepanuel, OOBIYHO BKJIIOYAET OAWH WM HECKOJIbKO U3
CJIEYIOIUX CUMIITOMOB, TPYJAHOCTH C KOHIIEHTpAleil U MBILIUIEHHEM U MHOT03aJauyHOCTbIO,
CHIDKEHHE TaMATH, COKpAIleHHWe KOHLEHTPAllMd BHUMAHUS W/WIM YyBCTBO J€30PTaHU3ALIUM.
KorautusHOe HapylleHHe, BbI3BAHHOE XUMHOTEpanuel, MOXKET ObITh pe3yJbTaTOM LIMPOKOTO
CHEKTPa XUMHOTEPANEBTUUECKUX CPEACTB.

TepMuH “noBeneHveckre M IMCUXOJOTMYECKHE CHMITOMBI JEMEHLMH OTHOCHUTCSA K
anatin/0e3pa3IndHmio, BO30YKICHHUIO, arpeccum, Jenpeccuu, TpEBOre,
pa3apaKUTENbHOCTH/ TaOUIBHOCTH, Auchopun, abeppaHTHOMY MABHUraTeIbHOMY TIOBEICHUIO,
Openy, raJUFOLMHALMAM, 3K3aJIbTalUN/SHPOPHH, MCUXO03Y, PACTOPMAKUBAHHUIO, HAPYIIEHHSIM
CHA ¥ HOYHOIO TMOBENEHUs WM PAcCCTPOICTBAM amleTura W MHINEBOr0 MOBENEHUs H3-3a
nemeHuu. OH TaKkKe OTHOCHTCS K JOOOMY (PU3NYECKOMY WJIM CJIOBECHOMY MOBEICHHIO
NAIMEeHTOB C JEeMEHLHuel, KoTtopoe umeeT 3(PdexT mpuYMHEeHUs BpeAa WM OTTAJKHBAHUS
APYTUX, W BKIIOYAET arpecCUBHOE MOBENEHHUE, TaKOe KaK M30MEHWe, MUHKH, YKYChl U KPUKH.
IloBeneHueckne M NCUXOJIOTMYECKHE CHMITOMBI JEMEHIIMM BKJIOYAIOT [OBEACHYECKHE WU
NCUXOJIOTHYeCKHue cuMnToMbl Oonesnn Adnbureiimepa (BA), Oomesam Ilapkumacona (BIT),
nemenuu ¢ tenpiamu Jlesu (JITJI), KOTHUTUBHBIX HapyLIEHUH MPH COCYAMCTONW NEMEHLIUU U
no6Ho-BucouHoi nemeniuu (FTD). IlpeanoyTurensHO, MOBENEHYECKHUE U TMCUXOJOTUYECKHE
CHMITOMBI JI€MEHIMU BBIOpaHbl W3 amartun/Oe3pasnuunss npu bBA, arpeccunm mnpu BA,
B030y>xnenus npu BA, nenpeccun npu BA, Tpesoru npu BA, pa3zapakurenbHOCTH/ Ta0MITBHOCTH
npu BA, mucdopun npu BA, aGeppantHoro nurarensHoro nosenenus npu bA, 6pena npu BA,
rajurounHauui npu bA, sx3ansranuun/siigopun npu BA, ncuxosa npu BA, pacropmoskeHHOCTH
npu BA, HapylieHuil cHa M HOYHOIO IOBEAEHMs] WJIM PACCTPONCTB aIMeTUTa U IMUIIEBOTO
nosenenus npu bA, anarun/6e3pasznuuus npu BIL, arpeccun npu BII, Bo3Oyxnenus mpu BII,

nenpeccun npu BII, tpesoru mpu BII, pasppaxkurensHocti/nadbunpHocty npu BIL, nuchopun



npu BII, abeppantrHoro asurarensHoro noseaenus npu BI1, Opena npu BII, ranmonunanmii npu
BII, sx3ansranuun/>iidopun npu BI1, ncuxosa npu BI, pacropmokennoctu npu BI, Hapymenuit
CHAa U HOYHOTIO MOBEAEHUS UJIH PACCTPOUCTB aMMNEeTUTa U MUILEBOro noseaeHus npu bIL

®paza "repaneBTHuecku S(PPEKTUBHOE KOJIMUECTBO" ONPENeNsIOT KaK KOJIMYECTBO
COEIMHEeHUS] HACTOSIIEro n300peTeHus1, KoTopoe (1) IeUnT KOHKpeTHOe 3a00JIeBaHIe, COCTOSTHUE
WM PacCTPOMCTBO, (i1) yCTpaHseT OJUH MM HECKOJIBKO CHMITOMOB KOHKPETHOTO 3a00JI€BaHMs,
COCTOSIHUSI WJIM paccTpoiicTBa M (iil) 3a1ep’KUBAET BOSHMKHOBEHHE OIHOTO WJIM HECKOJBKHX
CUMIITOMOB KOHKPETHOTO 3a0O0JieBaHUs, COCTOSHHSI MM PacCTPOICTBA, OIMHUCAHHOTO B
HACTOSIIEM H300pETeHHH.

Tepmun, “dapmaneBTHYECKH TMpUEMIIeMasi COJb , KaK MPUMEHSIOT B HACTOSIIEM
U300peTeHNH, OTHOCUTCS K COJISIM AKTUBHOIO COENMHEHHMs] M TOJYYalT peakiued cC
COOTBETCTBYIOIEH OPraHNYeCKON MM HEOPTaHUYECKOW KUCIOTON WIIM NPOU3BOIHBIM KUCIIOTBI,
B 3aBHCHUMOCTH OT KOHKPETHBIX 3aMeCTHUTENeH, OOHAPYKEHHBIX B COENMHEHUSX, ONMCAHHBIX B
HacrosimeM wu3o0pereHnH. PapmarieBTUYECKH IpHEeMJieMas COJIb BKJIKOYAaeT, HO He
OTPAaHMYUBAETCS, ME3WJIAT, THAPOXJIOPHI, OKcajaT, ¢ymapaT, CYKUUHAT, OeH30Cysb(OoHaT,
TapTpar u u nonodHele. IlpeanouturensHo, hapMaleBTHUECKH IPUEMIIEMasi COJIb MPEACTaBIISET
coboli oOkcanmaTHyr0 # (ymapaTHyro coiu. bomee NpearnodTHUTENpHO, (apMaleBTUYECKH
npuemMiIeMasi COJIb IPEACTABISIET COOOH OKCAJATHYIO COJIb.

Tepmur “maumeHT”, Kak NPUMEHSIOT B HACTOSIIEM H300pPETeHHUH, OTHOCHTCS K
JKUBOTHOMY. IIpennmoutuTenbHO TepMUH “HAallMEHT  OTHOCHUTCS K MIIEKONUTaroIieMy. TepMuH
MJIEKOIIUTAIOLIEE BKJIIOYAET JKUBOTHBIX, TAKUX KaK MBIIIH, KPbICHI, COOAKH, KPOJHMKH, CBUHBH,
00e3bsiHBI, Jlowmanu, roiayou, adpuKaHCKUe INMOpLEBbIE JATYIIKH, PBIOKM TaHHO, MOPCKHUE
CBUHKH U JIIOAU. bonee npeanouTUTeNbHO MalMEeHTOM SIBJISIETCS YETIOBEK.

CoenuneHue-1, kak NPUMEHSIOT B HACTOSINEM H300pETEHHH, MPEACTAaBISET COOOH
uzonponui-3-{5-[ 1-(3-merokcunporun)nunepuaun-4-un|-[ 1,3,4 Jokcaguazon-2-un } - 1H-
MH/a30J1 OKCaJIaT, KOTOPbIM UMEeT XUMUYECKYIO CTPYKTYPY;

O_

Q
=N
S
¥

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

z

COOTBETCTBEHHO.
Tepmun, "nedeHne", Kak MPUMEHSIOT B HACTOSIIEM M300PETEHUH, OTHOCUTCS K JIFOOOMY
JIeYeHUIO 3a00I€BaHNUs Y MIIEKOIIUTAIOIIET 0, BKJIIOUast: (&) 3aMeJJIEHHe UM OCTAHOBKY Pa3BUTHSA

KJIMHUYECKUX CUMIITOMOB; W/niH (0) BeI3bIBAHHE perpecca KIMHUYECKUX CHMIITOMOB.
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Tepmun, "coenquHeHHne i MpUMEHEHUA", KaK MPUMEHSIOT B HACTOSIIEM H300pETEHHH,
OXBAaTbIBAET OJTHO WJIM HECKOJBbKO U3 cienyromero: (1) mpumenenue coeawHenus, (2) crnocod
NPUMEHEHUs] coenuHeHus, (3) mpuMeHeHue Ui JieueHus, (4) nmpuMeHeHHe ISl IPOU3BONICTBA
(dapmMaleBTHUECKON KOMITO3UIUHI/IEKAPCTBEHHOTO CpeAcTBa s JiedeHuss win (5) crmocod
JIeYeHUs1/TIpeIOTBpaLeH st/ ocabaeHUsIs/ TIONABIEeH s, BKIIOYaoUMi BBeaeHue 3¢dexTusHOro
KOJIMYECTBA aKTUBHOT'O COETMHEHUS HYKAAIOIEMYCsl TALIUEHTY.

BapuaHTBI 0CcymiecTB/IeHHS

Hacrosimmee wu300peTeHne BKJIOYAET BCE MPUMEPHI, OMUCAHHbIE B HACTOSIIEM
nu3o0pereHny, 0e3 OrpaHUYECHHUs, OTHAKO MPEATNOUTHUTEIbHbIE ACTIEKThI U 3JIEMEHTbI HACTOSIIETO
nu3o0pereHust OOCY)KHAOTCSA B HACTOSIIEM H300peTeHHH B (opMe CIENyIIUX BapHAHTOB
OCYILECTBIICHHUSI.

B onmHOM BapuaHTe OCYINECTBJIEHUS, HACTOsIIEe H300pETeHHe OTHOCHTCS K CIocoly
JeyeHns 3a00JIeBaHUN WIJIM PACCTPOWCTB, omocpenoBaHHbIX 5-HTs penenropom, mpumensst S-
HT, peuenrropsslii aronuct; rae S-HT4 penenTopHbIi aroHUCT MPEACTaBIsieT COOOH U30TPOITHII-
3-{5-[1-(3-merokcunponun)nunepunun-4-un|-[ 1,3,4 Jokcanuazon-2-un }- IH-ungaszon wim  ero
bapManeBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYIIECTBIEHHUs, HACTOsIIee M300pPETEHHE OTHOCHUTCS K CIocoly
JeUeHUsT NEMEHLIMU H3-32 MEHOMAay3bl, CTapuecKoro ciaboyMusi, KOTHUTHUBHBIX HapYILICHUH,
CBSI3aHHBIX C INU30(QpPEHHEH, MAenpeccud, KOTHUTUBHOIO  HAPYLIEHHs, BBI3BAHHOTO
XHUMHOTEpanuen, U MOBEAEHUYECKUX U MCUXOJIOTHUECKUX CUMITOMOB JIEMEHIUH, BKIHOYAOIEMY
BBEJICHUE HYXJAIOLIEMyCsl TNAalMEHTy TepaneBTudecku s¢dexrtuHoro kommdectsa S-HTy
peuentopHoro aronucra, rae 5S-HT4 perenTopHbiil aroHUCT MpeACTaBIisieT cOOON H30MPOImI-3-
{5-[1-(3-merokcunporun)nunepuann-4-un|-[ 1,3,4Jokcaguazon-2-un}-1H-unmnason  wmm  ero
(bapmaLieBTHYECKH IPUEMIIEMYIO COJIb.

B npyroMm BapuaHTe OCYIIECTBJICHHs, HACTOsIIEe H300pETeHHEe OTHOCHUTCS K CIOcoOy
JIeUEHUs] JEMEHLUU H3-32 MEHOIay3bl, BKJIIOYAIOINEMY BBEACHHUE HYXKAAIOIIEMYyCsl MallMeHTY
TepaneBTHuecku d¢dexTuBHOoro konmyectsa S5-HTs peuentoproro aronmcra, rae S-HTy
peLenTOPHbIN ArOHHUCT MPEACTABIISIET co0Ooii uzonponmi-3-{5-[1-(3-
MeTokcunpomnu)nunepuana-4-wmn|-[ 1,3,4]okcaanazon-2-un -1 H-urnazon U1 ero
(bapManeBTUYECKH MPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBJIEHHUs, HACTOsIee M300pEeTeHHe OTHOCUTCS K CHOCO0Y
JEYSHHUsT CTapYeCKOro CiadOyMHMs, BKJIIOYAIOIIEMY BBEICHHE HYKNAOIEMYCsl IalUueHTy
TepaneBTHuecku s¢dexTuBHoro kommyectsa S-HTs peuentoproro aronmcra, rae S-HTy
peLEenTOPHbBIN ArOHHUCT MPEACTaBJISIET coboit uzonponmi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-wmn|-[ 1,3,4]okcaanazon-2-wn - 1 H-uanazon W ero
dapmMareBTUIECKH IPHUEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBIIEHHUs, HAcTOsIIee M300peTeHHe OTHOCUTCA K CIOCO0y
JIeYeHNs] KOTHUTUBHBIX HApPYIIEHHUH, CBA3aHHBIX C LIM30(peHHel, BKIOYAIOIIEMY BBEIECHUE
HY>KZAIOIIeMyCsl TIALMEeHTY TeparneBTudecku >¢dextusHoro xommuecrsa 5-HT4 penentopHOro

aronucra, rae S5-HT4 peunenrtopHelii aroHuct mnpexacrasiser coboit mzompormi-3-{5-[1-(3-
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mMeTokcunponmn)nunepuana-4-mi|-[ 1,3,4]okcaanazon-2-wn -1 H-uanazon WA ero
bapmMareBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYIIECTBJIEHHUs, HACTOsIIee M300pETeHHE OTHOCUTCS K CIOcoOy
JIeUeHHsl JETIPECCUH, BKIIOYAIOLIEMY BBEJEHHE HY)KIAIOIIEMYCs IaLUEHTy TepareBTHYECKU
s¢¢exruBHoro komuecrtsa 5S-HT,4 peuenroproro aronucra, rune 5-HT,4 penentopHblii aroHuCT
NPEACTaBIAET coboi usonponui-3-{5-[ 1-(3-merokcunponui)nunepuanH-4-un|-
[1,3,4]okcanmnazon-2-un}- 1 H-uana3om nm ero gpapmManeBTHYECKH IPHEMIIEMYIO COJb.

B npyrom BapuwaHTe OCYIIECTBICHMs, HACTOsIIEe H300pPETeHHE OTHOCUTCS K CIOCO0
JICYSHHsT JETIPECCUH, BKJIOYAIOLIEMY BBEICHHE HYKIAIOIIEMYCs TMALUEHTY TepaneBTHYECKU
s¢pextuBHOro Konmvectsa S5-HTs perentopHOro aroHMCTa U CENEKTHBHOIO HMHIHOUTOpPA
oOpatHOoro 3axBara cepoToHuHa, rae S5-HT, peuenTopHbI aroHUCT MpPENCTABISIET COOOM
uzonponui-3-{5-[ 1-(3-meroxkcunpormn)munepuaun-4-mn|-[ 1,3,4 |Jokcagnazon-2-mn } - 1H-
MH/IA30J1 WK er0 (PapMaLeBTHUECKU PUEMIIEMYIO COJIb.

B npyrom BapmaHTe OCYILIECTBIECHMs, HACTOsIIEe H300PETEHHE OTHOCUTCS K CIOCOO
JICYSHHsT JICTIPECCUH, BKJIOYAIOLIEMY BBEICHHE HY)KIAIOIIEMYCS TALUEHTy TepPareBTHUECKU
3¢ dpexkTuBHOrO KOJIN4eCTBa uzonponui-3-{ 5-[ 1-(3-merokcunponmn ) munepuana-4-ui| -
[1,3,4]okcagnazon-2-un}-1H-uanasona win ero (QapManeBTUYECKH TNPUEMIIEMONH COJNU U
CENIEKTUBHOTO HMHruOMTOpa OOpPAaTHOrO 3axBaTa CEPOTOHMHA, I7I€ CEJIEKTUBHBI HMHIHOUTOD
o0paTHOro 3axBaTa CEPOTOHMHA BBIOPAH W3 TMAPOKCETHHA, LUTAJIONpPaMa, 3CIHUTAIONpama,
(bayokceTnHa, cepTpanHa, JAMOKCETHHA U BUJIA30/10HA UM UX (papMalieBTHYECKH PUEMIIEMOI
COJIN.

B npyrom BapuaHTe OCYLIECTBIIEHHUs, HACTOsIIee M300pEeTeHHEe OTHOCUTCA K CIOCO0y
JieYeHUs] KOTHUTHBHOTO HAPYIIEHHUs, BbI3BAHHOI'O XMMHUOTEpaIuel, BKIIOYAIOIIEeMy BBEIECHUE
Hy KIAIOLEeMycsl TTALUEeHTy TepaneBTudecku d¢¢extusHoro xommuyectsa S-HT,4 penentopHoro
aronucra, rae S5-HT, peunenTopHbIi aroHMCT mpencrasiser coOol wm3onpommi-3-{5-[1-(3-
MeTokcunponun)nunepuara-4-wun|-[ 1,3,4]okcaanazon-2-un -1 H-unnazon UJn ero
(bapMaLeBTHYECKH TPHEMJIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBJICHHUs, HACTOsIee M300pPETeHHEe OTHOCUTCS K CIocoly
JICYSHHSI TIOBEICHYECKUX U MCUXOJIOTHYECKUX CHMIITOMOB AEMEHIUH, BKIIOYAIOIIEMy BBEICHUE
HY KIAIOLIeMyCsl TIAIIMEeHTY TepaneBTudecku >¢dextuBHoro kommuecrsa S-HT4 penentopHOro
aronncra, rae S5-HT, penenrtopHelii aroHuct mnpexacraBisier codoit mzompormi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-wun|-[ 1,3,4]okcaanazon-2-wn - 1 H-uanazon WA ero
bapmManeBTUIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYIIECTBIIEHHUs, HAcTOsIIee M300peTeHHe OTHOCUTCS K CHOCO0yY
JEYEHHUs TIOBEIEHYECKUX M IICUXOJIOTUYECKUX CHMIITOMOB JEMEHIMH, BBIOPAHHBIX U3
anatun/6e3pasnnyus, BO30Y KICHHUH, arpeccum, TeTpeccu, TPEBOTH,
pazapaxkutenbHOCTH/ TabuibHOCTH, 1ucopun, abeppaHTHOTO IBUTATEIBHOTO IOBEICHUS,
Opena, raJUTFOIMHALIAH, 5K3aIbTalun/>H(pOpPHH, TICHX03a, PACTOPMAKUBAHUS, HAPYIIEHUH CHA U
HOYHOTO TIOBEICHUS WM PACCTPOMCTB aINeTUTa M IUINEBOrO IMOBEINEHHs, BKIIOYANOIIEMY

BBEICHUE HYXXJAIOLIEMyCsl TNAlMEHTy TepaneBTudecku s¢dextuHoro kommudectsa S-HTy
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peunentopHoro aronucra, rae S-HT4 perenTopHbiii aroHUCT MPEACTABIISET COOOM H3OMPOIHII-3-
{5-[1-(3-merokcunpormmm)nunepuans-4-un|-[ 1,3,4 Jokcagnazon-2-un }-1H-unnason  wmm  ero
bapmMareBTHYECKH TPUEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBIIEHHUs, HACTOsIee N300pEeTeHHE OTHOCUTCA K CIOCO0y
JedeHus: anatun/0e3pasnuuusi NMpH AEMEHLUH, arpecCHH NPU NeMEHIHMH, BO30Y)KICHUS NpH
J€MEHILUH, JeTIpeccun npu J€MEHLINH, TPEBOTH npu J€MEHLIUH,
Pa3apaXUTENbHOCTH/ TAOUIBHOCTH MPU JEMEHLMH, AUCHOPHH NPH AEMEHLUH, a0eppaHTHOro
IBUTATENILHOTO TOBEACHUS MPH JAEMEHIMH, Opeda NpU JAEeMEHLWH, TAJUTFOLMHALMH Tpu
JIEMEHLIUH, SK3aJIbTaluu/>i(popun mpu IEMEHLINH, TICUX03a MPH IEMEHLIUU, PACTOPMOKEHHOCTH
NpU JEeMEHLWH, HApyIIeHHH CHa M HOYHOrO TMOBENCHHMsS WJIM PACCTPONCTBA ammeTuTa |
MUINEBOTO MOBENCHHUS MPU JEMEHIMH, BKJIIOYAIOLIEMY BBEIEHHE HYXXAAIOLEMYCsl MALUEHTY
TepaneBTHUecku 3¢dexTuBHoro koimuyectsa S5-HTs peuenTopHoro aronmcra, rme S-HT.
peLenTOPHbIN ArOHHUCT MPENCTABIISIET co0oii usonponmi-3-{5-[1-(3-
mMeTokcunponun)nunepuana-4-mn|-[ 1,3,4]okcaanazon-2-wn -1 H-uanazon U ero
bapManeBTHIECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYIIECTBIIEHHUs, HAcTOsee M300peTeHHe OTHOCUTCS K CHOCO0Y
nedeHus: amnatuw/Oe3pasnuyus Tpu  Oone3HuW  AJjiblreriMepa, arpeccuu  mpu  OOJIe3HU
Anbureiimepa, Bo30ykaeHuss mnpu Oone3Hu AJjblrelimMepa, JAenpeccud npu  OOJe3HH
AnbureiiMepa, TpeBoru npu Oosie3HH AJjbUreiMepa, pa3apakUTENIbHOCTH/IA0MIBHOCTH TPU
Oonesnn AnbrreiimMepa, nuchopun npu OonesHu AnbLreiiMepa, adOeppaHTHOTO JBUTATEILHOTO
noBeneHus npu OoJyie3Hu AsbireiiMepa, Opena rnpu 0ojie3Hn AJbLreliMepa, raJuTFOLUHALNUN TIPH
Oone3nn Aunblreiimepa, sk3aibranun/stidopun npu OonesHu AJjbLreiimMepa, IMCHUX03a IpH
Oone3nu AunblreiiMepa, pacTOPMOXEHHOCTH Npu Oose3Hu AubplreiimMepa, HapylleHUIl CHa U
HOYHOTO TIOBENEHHs WJIM PACCTPOHCTB AamMeTHTa M IHIIEBOr0 NOBENEHHs Npu OOJe3HU
Anbrreiivepa, amarun/Oespasnuuust npu Oone3nu [lapkuHcoHa, arpeccun mnpu Oone3HH
[Mapkuncona, Bo30ykaeHus npu Oone3nu IlapkuHcoHa, nenpeccun npu Oonesnu [lapkuHCOHA,
TpeBorn Tipu Oone3Hu [lapKWHCOHA, pa3aPaKUTENbHOCTU/IAOUIBHOCTH TpH  OOJEe3HU
IMapkuncona, nuchopuu npu O6one3nu IlapkuHcoHa, aOeppPaHTHOTO JBUTATEIBLHOTO TMOBEIEHUS
npu Oone3nu IlapkuHcoHa, Openma mpu OonesHun IlapkMHCOHA, TaJUTFOLMHALMN TpU OOJIE3HU
IMapkunaCOHa, >K3anbpranuu/shidopun npu Oonesnu IlapkuHcoHa, mcuxo3a mnpu  OOJIE3HH
[TapkuHCOHA, PACTOPMOKEHHOCTH TpH Oone3Hu llapkuHCOHA, HapyIIEHHWH CHA W HOYHOTO
NOBEJICHNUsI WJIM PACCTPOICTB ammeTuTa M MHUINEBOro MOoBeAeHus npu Oone3Hu llapkuHCOHa,
BKJIFOYAIOIIEMY BBEACHHUE HYXKNAIOLIEMyCsl TallUEHTy TepaneBTHUecKH 3(PQPeKTHBHOTO
konuuectsa 5-HT4 peuentopHoro aronucra, rae 5-HT, penentopHulii arOHHCT NPEACTaBIsET
coboii m3omnponmi-3-{5-[1-(3-meroxkcunponun)nunepunus-4-mil-[ 1,3,4]oxkcaguazon-2-wun } - 1H-
MH/1a30J1 WK €r0 (PapMaLeBTHUECKU IPUEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBIEHMs, HACTOsSIIEE HM300pPETEHHE OTHOCUTCS K CHOCO0Y
JeUeHUs. NEMEHLIMU M3-32 MEHOMAay3bl, CTapuecKoro cnaboyMusi, KOTHUTHUBHBIX HapYLICHUH,
CBSI3aHHBIX C INIH30(QpPEHHel, JAernpeccud, KOTHUTUBHOI'O  HAPYLIEHHs, BBI3BAHHOTO

XHMHOTepaHHeﬁ, 1 MOBEACHYCCKUX U IMCUXOJIOTNYCCKUX CUMIITOMOB AJEMCHLNH, BKIIIOYAIOIEMY
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BBEJICHUE HYXJAIOLIEMyCsl TAlMEHTy TepaneBTU4ecKu 3¢dexTuBHOro kommdectsa S-HTy
peuenTopHoro aronucra, rae 5-HT4 penientopHelil aroHUCT npeacTaBiseT coO0i N30mponui-3-
{5-[1-(3-merokcunpormn)nunepuann-4-un|-[ 1,3,4]oxkcannazon-2-mn - | H-uHnazon okcanar.

B npyrom BapuaHTe OCYLIECTBIIEHHUs, HACTOsIee N300pEeTeHHE OTHOCUTCA K CIOCO0y
JIeYeHUsl AEMEHLUH H3-32 MEHOMNAay3bl, BKJIIOYAIOIIEMY BBEACHUE HYXKAAIOIIEMYCsl MALUEeHTY
TepanesTuuecku 3¢ ¢dexTuBHOro konmdectsa S5-HTs penentopHoro aronucra, rme S5-HTy
peLenTOPHbIN arOHUCT MPEACTABIISAET coboit uzonponui-3-{5-[1-(3-
MeTokcunponun)nunepuaua-4-mn|-[ 1,3,4]oxcaanazon-2-un - 1 H-unnazon okcanar.

B npyrom BapuaHTe OCYLIECTBJIEHHUs, HACTOsIee M300pEeTeHHEe OTHOCUTCS K CHOCO0Y
JEYEHHsT CTapYeCKOro CiadOyMus, BKJIIOYAIOMEMY BBEACHHE HYXIAOLEMYCsl MalUeHTY
TepaneBTHuecku sddexTuBHoro konmyectsa S-HTs peuentoproro aronmcra, rae S-HTy
peLenTOpHbII aroHUCT MpeCTaBJIsIeT coboi nzonponui-3-{5-[1-(3-
MeTokcunponun)nunepuana-4-mn|-[ 1,3,4]okcaanazon-2-un j - 1 H-unnaszon okcanar.

B npyrom BapuaHTe OCYLIECTBICHHs, HACTOSIIEE HM300pPETEHHE OTHOCUTCS K CHOCOOY
JIeYeHUs] KOTHUTUBHBIX HAPYIIEHHWH, CBA3aHHBIX C LIM30(peHHel, BKIOYAIOIIEMY BBEICHUE
HY KIAIOIIEeMyCsl TIAIMEeHTY TepaneBTudeckn >¢dextusHoro xommuecrsa S-HT4 penentopHOro
aronncra, rae S5-HT, penenrtopHelii aroHuct mnpexacraBisier coboit msompormi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-mi|-[ 1,3,4]okcagnaszon-2-wn § - | H-uanazon okcanar.

B npyrom BapmaHTe OCyIIECTBIEHMs, HACTOsIIee H300pETeHHE OTHOCUTCA K CHOCO0
JIeUEHUsl JENPEeCcCHsi, BKIJIIOYAIOLIEMY BBEIEHHE HYXXIAIOLIEMYCsl MALUEHTy TepaneBTUYECKU
s¢p¢pexruBHoro komuuectnsa S-HT, penenroproro aronucra; rae 5S-HT,4 penientopHelii aroHUCT
MIPENCTABIISAET coboii usonponui-3-{5-[ 1-(3-meTokcunponui)nunepuanH-4-un|-
[1,3,4]okcaamnazon-2-un}-1H-unmason okcanar.

B npyrom BapuaHTe OCYIIECTBJIEHHs, HACTOsINEe H300pEeTEeHHE OTHOCHTCS K CHOCO0
JICUYEHUs] JAENPECCHs], BKIJIIOYAIOLIEMY BBEIEHHE HYXIAIOLIEMYCs MNALUEHTy TepaneBTUYECKU
s¢pextuBHOro Konmvectsa S5-HTs perentopHOro aroHMCTa Y CEJNEKTHBHOIO HMHIHOUTOpPA
oOpatHOoro 3axmara cepoTonumHa, rae S5-HT,; peLenTopHbIi aroHUCT TpPEACTABISIET COOOM
usonponui-3-{5-[ 1-(3-merokcunponun)nunepuann-4-un|-[ 1,3,4]okcanmnazon-2-wn } - 1 H-
MH/a30J1 OKcasar.

B npyrom BapmaHTe OCYIIECTBICHMs, HACTOsIIee H300pPETeHHE OTHOCUTCS K CHOCOO
JIeUEHHUsl JeTIPeccHsl, BKJIIOYAIOLIEMY BBEJEHHE HYXKIAIOLIEMyCsl MALUEHTy TepaneBTUYEeCKU
3¢ deKkTuBHOrO KOJIN4YeCTBa uzonponui-3-{ 5-[ 1-(3-merokcunponun)munepuanH-4-ni|-
[1,3,4]okcannazon-2-un}-1H-uHna301 OKcamata W CEJEKTUBHOTO WMHrUOWTOpa OOpaTHOro
3axBaTa CEPOTOHHMHA; T€ CENEKTUBHBIA HHIHOUTOP 0OpaTHOrO 3aXBaTa CEPOTOHHMHA BHIOpPAaH U3
MAPOKCETHHA, LUTAJONpaMa, 3CHHUTANONpaMa, (QIyOKCETHHA, CepTPajiHa, MAlOKCEeTHHA |
BUJIA30/10HA WK (hapMaLleBTHUECKH PUEMIIEMON COJIH.

B npyrom BapuaHTe OCYLIECTBIIEHHUs, HAcTOsIIee M300peTeHHe OTHOCUTCA K CIOCO0y
JieYeHUs] KOTHUTHUBHOI'O HAPYLIEHUs, BbI3BAHHOIO XMMHOTEpANUel, BKIIOUYAIOLIEMY BBEACHHE
HY>KZAIOIIeMyCsl TIALIMEeHTY TepaneBTudecku >¢dextusHoro xommuecrsa 5-HT4 penentopHOro

aronucra, rae S5-HT4 peunenrtopHelii aroHuct mnpexacrasiser coboit mzompormi-3-{5-[1-(3-
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MeTokcunporui)nunepuant-4-mnl-[ 1,3,4]okcagnazon-2-un -1 H-unpazon okcanar.

B npyrom BapuaHTe OCYLIECTBIIEHHUs, HAcTOsIee M300peTeHHe OTHOCUTCA K CIOCO0y
JIEYSHHs TIOBEICHYECKUX U MCUXOJIOTHYECKUX CUMIITOMOB A€MEHINH, BKIIOYAIOIEMy BBEICHUE
HY>KZAIOLIeMycsl TTALMEeHTy TepaneBTudecku s¢dexTusHoro xonuuecrsa 5-HT,4 penentopHOro
aronucra, rae S5-HT, peuenTopHblii aroHUCT mpencrasiser coOoi usomponmi-3-{5-[1-(3-
mMeTokcunporui)nunepuaun-4-un|-[ 1,3,4]okcaauaszon-2-un -1 H-unpaszon okcanar.

B npyroMm BapuaHTe OCYIIECTBJICHHs, HACTOsIIEe M300pETeHHE OTHOCHUTCA K CIOCcoOy
JICYCHHs] TIOBEEHYECKUX M IICUXOJOTMYECKHX CHMITOMOB JEMEHLUH, BBIOPAHHBIX U3
anaruun/6e3pasanyusi, BO30Y KICHHUS, arpeccum, JeTpeccu, TPEBOTH,
pa3apakuTeNbHOCTH/ TabubHOCTH, aucopun, abeppaHTHOTO IBUTATEIBHOTO TOBEICHUS,
Opena, raJUTFOIMHALINH, SK3aIbTalu/>H(pOPHH, TICHX03a, PACTOPMAKUBAHUS, HAPYIIEHUH CHA U
HOYHOTO TIOBEICHUS WM PACCTPOMCTB ammeTuTa M MHINEBOTO MOBEACHMS, BKIIFOYAOIIEMY
BBEJICHUE HYXJAKOLIEMYCsl TAMEHTy TepaneBTu4ecku s¢dextuHoro kommdectsa S-HTy
perienTtopHoro aronucra, rae S-HT4 perenTopHbIii arOHUCT MPEACTABIISIET COOON H3OMPOITHII-3-
{5-[1-(3-metokcunporun)nunepuann-4-un|-[ 1,3,4]okcanmnazon-2-wn - | H-uHna3zon okcanar.

B npyrom BapmaHTe OCYIIECTBIEHMs, HACTOsIIee H300pPETEHHE OTHOCUTCS K CIOCOO
JeueHHus anaTuu/0e3pasnuuns NMpU AEMEHLH, arpeccuy NpH IEeMEHIHH, BO3OYXKACHUS NpHU
IEeMEHILIUH, JeTIpeccun npu JeMEHLINH, TPEBOTH npu JeMEHILIMH,
Pa3apPaKUTENbHOCTH/ TAOUIBPHOCTH TIPU JI€MEHIMH, TUCPOpPHM NPU JeMEeHLUH, abeppaHTHOro
IBUTATEIbHOTO TIOBEACHUS MpPH JAEMEHIHMM, Opeda NpuU JIEeMEHLWH, TaJUIFOLMHALMH Tpu
JAEMEHIIUH, SK3aJIbTaluu/>H(popun npu 1eMeHINH, IICUX03a MPH IEMEHIINH, PACTOPMOKEHHOCTH
IpU AE€MEHLUH, HapyIIeHUI CHa U HOYHOTO MOBEIAEHMS UM PACCTPONCTB anIeTUTa U MUIIEBOrO
NOBENEHUs TPU  JEMEHIMM, BKIIOYAIOIEMY BBEJIEHHE HYXKJAIOIIEMyCs IALUEeHTY
TepaneTuuecku 3¢ ¢dexTuBHoro komuuectsa S5-HT, peunentoprHoro aronucra, rae S5-HTy4
peLenTOpHBbIit aroHHUCT NPEACTaBIIsIET coboit nzonponui-3-{5-[1-(3-
MeTokcunponun)nunepuara-4-wun|-[ 1,3,4]okcaanazon-2-un -1 H-unnazon UJn ero
(bapManeBTHYECKH TPHEMIIEMYIO COJIb.

B npyrom BapuaHTe OCYLIECTBJICHHUs, HACTOsIIEe M300pETeHHE OTHOCUTCS K CHOCO0Y
nedeHus: anatuw/Oe3pasnuyus Tpu  OoNe3HHW  AJjblreriMepa, arpeccud  mpu  OOJIe3HU
Anbureiimepa, Bo30ykaeHuss mnpu OonesHH AJjblrelimMepa, JAenpeccud  mpu  OOJe3HH
AnpureiiMepa, TpeBoru npu Ooyie3HHM AJbLUreiMepa, pa3apakUTeTbHOCTH/IA0MIIBHOCTH TPU
Oonesnu AnbireiiMepa, nuchopun npu OonesHn AnblreiiMepa, abeppaHTHOIO JIBUTATEILHOTO
noBeneHus npu OoJyie3Hu AjbireiiMepa, Opena rnpu 0ojie3Hn AJbIreldiMepa, rajuTFOLUHALNN TTPH
Oonesnn Aunplreiimepa, sk3anbranun/shidopun mpu Oone3HHW AJbHreiiMepa, IMCHUX03a TPH
Oone3nn AunblrefiMepa, pacTOPMOXKEHHOCTH mpH Ooje3HM AublrefiMepa, HapyLUIeHHH CHA |
HOYHOTO TIOBEACHHUS WJIM PACCTPOHCTB aIleTHTa M MHUIIEBOrO IOBENEHUs NpH OOJe3HH
Anbureiimepa, amatuwn/Oespasnmuums npu Oone3nu IlapkuHcoHa, arpeccun mnpu  Oone3HH
ITapkunacoHa, BO30YkaeHus npu Oone3nu IlapkuHcoHa, nenpeccun npu 6one3rn IlapkuHcoHa,
TpeBorn npu Oone3Hu IlapkuHCOHA, pa3aPakKUTENbHOCTU/TAOMIBHOCTH TpH  OONe3HH

[Tapkuncona, nuchopuu npu OGone3nu IlapkuHcoHa, abeppaHTHOTO JBUTATEIILHOTO TMOBEIEHUS
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npu Oone3nu IlapkuHcoHa, Openma mpu Oone3Hm IlapkuHCOHA, rajuTFOLMHALMN TpU OOJIE3HH
ITapkunacoHa, »sk3anpranuu/stigopun npu Oone3nu IlapkuHcoHa, mcuxo3za mpu OoJe3HU
ITapkuHCOHA, pacTOpMOXKEHHOCTH mpH Oone3Hu llapkuHCOHA, HapylleHHUH CHA M HOYHOTO
NOBEJICHNUsI WJIM PACCTPOICTB ammeTuTa M MHUINEBOro MoBeaeHus npu Oone3Hu IlapkuHcoHa,
BKJIFOUAIOLIIEMY BBEACHHWE HYXKNAIOLIEMyCsl IAaLMEHTy TepaneBTHYeckd 3((ekTUBHOrO
xonuuectBa 5-HT4 peuenropnoro aronucra, rae 5-HT,4 peuentopHelll aroHUCT NpPeACTaBIsET
coboit m3onponui-3-{5-[1-(3-merokcunponmn)nunepuaun-4-mil-[ 1,3,4]okcaguazon-2-wmn } - 1 H-
WH/a30J1 OKCcasar.

B eme npyroMm BapuaHTe OCYLIECTBJICHHUS, HACTOsIIEEe H300PETEHHE OTHOCUTCS K
npumeHernto S5-HT4 peuentopHOoro aronucra B JiedeHHH 3a00JIEBAaHMHA WM PACCTPOWCTB,
onocpenoBanubix 5-HT4 penentopom, rne 5-HT, penenTopHbIil arOHUCT MpencTaBisieT cOOOH
usonponi-3-{5-[ 1-(3-merokcunporun)nunepunana-4-un|-[ 1,3,4]okcanmnazon-2-wun } - 1 H-
MH/IA30J1 WK er0 (papMaLeBTUYECKU MPUEMIIEMYIO COJTb.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
npumeHeHnro 5-HT4 penenTtopHOro aroHucra B JIEUEHMHM [AEMEHLMHM U3-3a MEHOMNAYy3bl,
CTapueckoro cnaboyMmusi, KOTHUTUBHBIX HAPYLICHHWH, CBA3AHHBIX C MH30(peHHneH, Aenpeccuu,
KOTHUTUBHOTO  HApyLIEHHUs, BbI3BAHHOIO  XHUMHUOTepamueidl, U  [OBEAEHYECKUX U
NICUXOJIOTHYECKUX CUMITOMOB neMeHuuu, rae S5-HT, peuenTopHbIi aroHUCT NpencTaBisieT
coboii  m3omnponui-3-{5-[1-(3-meroxkcunponun)nunepunus-4-mi)-[ 1,3,4]Jokcannazon-2-mn }-1H-
MH/1a30J1 WK €r0 (PapMaLeBTHUECKH MPUEMIIEMYIO COJIb.

B eme npyroMm BapuaHTe OCYILIECTBJICHHUS, HACTOsIIee H300pETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3omnponui-3-{5-[1-(3-meTokcunponmn)nunepuana-4-wuin|-[ 1,3,4]okcannazon-2-
wn}-1H-unpasona wim ero apMareBTHYECKH MPUEMIIEMOH CONM B JICYEHUH NEMEHIMU H3-3a
MEHOIIay3bl, CTAPUECKOro caboyMHusi, KOTHUTUBHBIX HAPYIIEHHUH, CBA3aHHBIX C N30 pEeHUeH,
JEeNpeccuy, KOTHUTHUBHOIO HAPYLICHMs], BBI3BAHHOIO XMMUOTEpanued, W IMOBEACHYECKUX MU
MICUXOJIOTMYECKUX CUMIITOMOB JI€MEHLIHH.

B eme npyrom BapuaHTe OCYIIECTBJICHHUS, HACTOsSIIEEe H300pETEHHE OTHOCUTCS K
MPUMEHEHU  u3onponui-3-{5-[1-(3-meTokcunpornvn)nunepuaud-4-wun|-[ 1,3,4]okcanrazon-2-
wi}-1H-unnaszona wim ero gapManeBTUYECKH NMPUEMIIEMOH COJHM B JICYCHUU NEMEHLHUU H3-32
MEHOTIay3bl.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUIO  u3onponui-3-{5-[1-(3-meTokcunponn)nunepuaud-4-wun|-[ 1,3,4]okcannazon-2-
wi}-1H-unanaszona wim ero ¢apManeBTHUECKH NPUEMIIEMOH CONHM B JIEYEHUH CTapPUYECKOTrO
cmaboymusi.

B eme npyroMm BapmaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUIO  u3omnponi-3-{5-[1-(3-meTokcunpomn)nunepuaud-4-wuin|-[ 1,3,4]okcannazon-2-
wi}-1H-unnaszona wnm ero ¢apManeBTHUECKH MPUEMIIEMOH COJNM B JICUEHHWH KOTHUTHUBHBIX
HApYIIEHWUH, CBSI3aHHBIX C IU30(peHNEH.

B eme npyroMm BapuaHTe OCYIIECTBJICHHUS, HACTOslIee H300pETEHHE OTHOCUTCS K

NPUMEHEHUIO0  u3omnponui-3-{5-[1-(3-meTokcunponwn)nunepuana-4-wuin|-[ 1,3,4]okcanmnazon-2-
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wi}-1H-uanaszona wim ero papmMarneBTHIeCKH MPUEMIIEMOI COH B JICUSHUU ASTIPECCUH.

B npyrom BapuaHTe OCYIIECTBIIEHUS, HACTOSINEe H300peTeHHe OTHOCUTCS K
npuMmenennio S5-HT4 penentopHOro aroHucra B KOMOMHALIMK C CEJIEKTUBHBIM HHTHOUTOPOM
o0paTHOro 3axBaTa CEpOTOHHMHA, AJs JedeHus nenpeccun;, rae S-HT4 penenropHeiii aroHucTt
MIPEACTABIISIET coboii uzonponui-3-{5-[ 1-(3-merokcunponun)nunepuauH-4-ui| -
[1,3,4]okcanmnazon-2-ui}-1H-unnazon win ero papmManeBTHUECKU MPUEMIIEMYIO COJIb.

B eme npyroMm BapuaHTe OCYLIECTBJICHHUS, HACTOsIIEEe H300pETEHHE OTHOCUTCS K
NpUMEHEHU  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Joxcagnazon-2-
wi}-1H-unnazona wim ero (apManeBTHUECKH MPHEMJIEMOH COJMM, B KOMOHMHAIMH C
CEeJIEKTUBHBIM HMHTHOUTOPOM OOpAaTHOrO 3aXBaTa CEPOTOHWHA Uil JICYEHUs NENPECCUU; TIe
CENIEKTUBHBIH HMHTHOMTOpP OOpaTHOrO 3axBaTra CEPOTOHMHA BBIOpAH U3 MAPOKCETHHA,
UTAJIONPaMa, SCIUTAIONpaMa, (GIIyOKCETHHA, CEPTPAIMHA, JAMOKCETHHA U BIJIA30/I0HA.

B eme npyrom BapwaHTe OCYINECTBIEHHS, HACTOsIee H300pPETeHHEe OTHOCHUTCS K
NPUMEHEHUI0  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
wi}-1H-unnazona wim ero gapManeBTUYECKH NPHUEMJIEMON COJIM B JICYEHUH KOTHUTHBHOTO
HapPYIIEeHUs, BBI3BAHHOTO X UMHUOTEPATTHEH.

B eme npyrom BapwaHTe OCYIIECTBIICHUS, HACTOsIEee H300pETEeHHEe OTHOCUTCS K
NPUMEHEHUI0  u3onponi-3-{5-[1-(3-meTokcunponwn)nunepuaua-4-wmin|-[ 1,3,4]okcannazon-2-
wi}-1H-uHnazona wim ero ¢papManeBTHYECKU MPUEMIIEMON COH B JICYCHHH MOBEACHUYECKUX U
TICUXOJIOTHYECKUX CHMITTOMOB JE€MEHIIHH.

B npyrom BapuaHTe OCYIIECTBIIEHUS, HACTOSINEe H300peTeHHe OTHOCUTCS K
NPUMEHEHUI0  u3ornponui-3-{5-[1-(3-meTokcunponwmn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
un}-1H-unnaszona wim ero gapmareBTHYeCKH MPUEMIIEMOI COJIM B JIEYEHUU TOBEACHYECKUX U
NICUXOJIOTHYECKUX CUMIITOMOB JIEMEHLIUU, BBIOPAHHBIX M3 anatuu/Oe3pasnmuuusi, BO3OYKASHUS,
arpeccH, AENpPEecCUH, TPEBOTH, Pa3ApaKUTENbHOCTH/Ia0MIBbHOCTH, aAnuchopun, abeppaHTHOrO
IBUTATEJIbHOTO TOBENEHHUs, Opena, TaJUTOLMHALIMN, OK3albTauuu/3idopun, mncuxosa,
pPacTOPMaKMBAHUS, HAPYLIEHUN CHA W HOYHOTO TOBENEHUS WM PACCTPOUCTB ammeThTa u
MUIIEBOrO MOBENEHUS.

B npyrom BapuaHTe OCYIIECTBJIEHUS, HACTOSINEE M300peTeHHe OTHOCUTCS K
NPUMEHEHUIO  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
wi}-1H-uanasona wim  ero  ¢apMaleBTHUECKd  MPUEMIIEMOW  COMM B JICYCHHH
anatuv/0e3pa3udrsi PU AEMEHIINU, arpecCUd MPU JAeMEHLUH, BO3OYKIEHUS MPU JEeMEHIIUH,
JENpecCuy TP JIEeMEHIUH, TPEBOTH MPH JIEMEHIUH, Pa3IpaKUTEIbHOCTH/IAOWIBHOCTH TPU
AeMeHIHH, TUCHOpUN MpU JTeMEeHLUH, a0epPaHTHOTO JBUTATEILHOTO MOBEASHHUS MPU TEeMEHIINH,
Opena mpu AeMEHLHH, TAJUTFOLWHALMN MPU AEMEHINH, SK3aIbTaluu/SH(POPUN TPU TEMEHIIH,
NICUX03a TPU JAEMEHLUH, PACTOPMOXKEHHOCTH TPU NEeMEHIUH, HAPYILIEHW CHA U HOYHOTO
TOBEICHUS WIH PACCTPONUCTB alMeTHTa U MUIIEeBOr0 MOBEISHUS PU JAEMEHIIUH.

B npyrom BapuaHTe OCYIIECTBJICHHUS, HACTOSINEe H300peTeHHe OTHOCUTCS K
NPUMEHEHUI0  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-

wn}-1H-uanasona wim  ero  ¢dapMaleBTHUECKU  NPUEMIIEMON  COJMM B JICYCHHUH
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anarun/Oe3paznuunsi mpu OoNe3Hu AJibIreriMepa, arpeccuu mpu Oosie3HH AubLreiimepa,
BO30YKIeHus pu Oone3Hu AubLreiiMepa, enpeccuu npu 0one3Hn Anblreiimepa, TPEBOTH IPH
OonesHn AublreiiMepa, pasIpaskKUTEIbHOCTH/MA0UIBPHOCTH Tpu Oone3HH AublreiMepa,
nuchopuu npu 6one3Hn AnblreliMepa, abeppaHTHOIO IBUTaTEIbHOTO MOBEAEHUS NpU OO0JIe3HU
Anbireiivepa, Opena npu Oone3sHu AnpureiiMepa, raJUTFOLMHALMN TpU Oone3Hu AJbLrenmepa,
sk3ajbraimu/>idopun npu OonesHn AgbureiiMepa, ncuxosa npu OonesHu AubureimMepa,
PAacTOPMOKEHHOCTU TIpU OONIe3HU AJbLreiiMepa, HapyLICHHH CHA M HOYHOTO TOBEACHUS HIIH
pacCTpOiCTB  ammeTuTa W MHIIEBOrO  MOBeNeHust npu  Ooje3Hu  AubLreiiMepa,
anarun/Oe3pasnuuusi npu Oonesnn IlapkuHCOHA, arpeccun mnpu Oosne3Hu IlapkuHCOHa,
BO30YkneHus npu Oonesnu I[lapkuHcoHa, nenpeccuu npu Oosnesnn [TapkUHCOHA, TPEBOTH MPH
6onesnn [TapkuHCOHA, pasnpakutenpbHOCTH/ TabuibHOCTH TTpH Oosne3Hu [lapkuHcoHa, auchopun
npu Oone3snu IlapkuHcoHa, aOeppaHTHOrO JABHUraTeNbHOIO TMOBENEHHs NpU  OOJe3HH
[Mapkunacona, Opena mpu Oone3nu I[lapkuHCOHA, TayuTFOUMHAUME npu Oone3HH IlapkuHCOHA,
sk3anbraumu/>iidopun npu Oonesnu IlapkuHcoHa, micuxo3a mnpu OojnesHu [lapkuHCOHA,
pacTopMokeHHOCTH mipu Oone3Hu [lapkuHCOHA, HApyUIEHWH CHA W HOYHOTO TOBENEHUs MU
PacCTPOICTB anmeTuTa U MUIIEBOro nosenaeHus npu o6one3nu Ilapkuncona.

B eme npyroMm BapwaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3onponi-3-{5-[1-(3-meTokcunponwn)nunepuaua-4-wmin|-[ 1,3,4]okcannazon-2-
wi}-1H-unna3zon okcanara B JIEYEHUH NEMEHLUH HM3-32 MEHOIAY3bl, CTAPYECKOro craboymus,
KOTHUTHBHBIX HapYyLIEHHUH, CBSI3aHHBIX ¢ MU30(ppeHnel, 1enpeccuy, KOTHUTUBHOTO HAPYIIEHUs,
BBI3BAHHOT'O XUMHOTeparue, 1 MOBEJEHUYECKUX U TICUXOJOTMYECKIX CHMIITOMOB IEMEHLIUH.

B eme npyroMm BapuaHTe OCYIIECTBJIECHHUS, HACTOslIee H300pEeTEeHHE OTHOCUTCS K
NPUMEHEHUI0  u3omnponui-3-{5-[1-(3-meTokcunponmn)nunepuana-4-un|-[ 1,3,4|okcanmnazon-2-
wn}- 1H-nHpa3on okcanara B IeUeHUH IEMEHIUH U3-32 MEHOAy3bl.

B eme apyrom BapmaHTe OCYIIECTBJICHHs, HACTOsIee H300peTeHHe OTHOCHTCS K
NPUMEHEHUO  u3onponui-3-{5-[1-(3-meToxkcunpornvn)nunepunud-4-uin-[ 1,3,4]okcanuazon-2-
wi }- 1H-unna3on okcanara B JICYEHUH CTAPYECKOrO ClaboyMusl.

B eme npyroMm BapwaHTe OCYIIECTBJICHHUS, HACTOsIIEe H300pETEHHE OTHOCUTCS K
NPUMEHEHUO  u3onponui-3-{5-[1-(3-meTokcunponn)nunepuaud-4-wun|-[ 1,3,4]okcanuazon-2-
wi }- |H-unna3on okcanara B JIYEHUH KOTHUTHBHBIX HAPYIICHUH, CBSI3aHHBIX C MIH30(peHUEH.

B eme npyrom BapmaHTe OCYIIECTBJICHHUS, HACTOsIIEEe H300pETEHHE OTHOCUTCS K
NPUMEHEHUIO  u3onponui-3-{5-[1-(3-meTokcunponn)nunepuaud-4-wun|-[ 1,3,4]okcannazon-2-
wi }- |H-unna3on okcanara asisi JIS4eHUs 1eMPECCHH.

B ngpyrom BapmaHTe OCYIIECTBIEHHs, HACTOsAIIEe M300pETEeHHE OTHOCHTCS K
npumeHennto S5-HT4 penentopHoro aronncra B KOMOMHALMM C CENEKTUBHBIM HHIHOHUTOPOM
o0paTHOro 3axBaTa CEpOTOHHHA, JJs JieueHus: nenpeccun;, rae S-HT4 penentopHeiii aroHucT
MPENCTABISAET coboii uzonponui-3-{5-[ 1-(3-meroxkcunponu)nunepuanH-4-ui|-
[1,3,4]oxcanmnazon-2-wn}-1H-uanazon okcanar.

B eme npyrom BapmaHTe OCYIIECTBJIEHHs, HACTOslIee H300pETEHHE OTHOCUTCS K

NPUMEHEHUIO0  u3omnponui-3-{5-[1-(3-meTokcunponwn)nunepuana-4-wuin|-[ 1,3,4]okcannazon-2-
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wi}-1H-uHma301 okcanara U CeNIeKTHBHOIO MHTHOWTOpa OOpaTHOrO 3axBaTa CEPOTOHHHA IS
JICUEHUs ICTIPECCUH, TIe CEeJIEKTUBHbIN MHrHOUTOpP OOpaTHOrO 3axBaTa CEPOTOHHMHA BHIOpPAH W3
MapOKCETHHA, LHTAJIONpaMa, 3CUHUTajonpama, (IIyoKCeTHHA, CepTpPajMHA, NANOKCEeTHHA W
BUJIA30/10HA.

B eme npyrom BapwaHTe OCYIIECTBJEHHS, HACTOsIIEe H300PETEHHE OTHOCHUTCS K
npuMeHeHutro  usonponui-3-{5-[ 1-(3-merokcunponun)nunepuaun-4-un|-[ 1,3,4]okcannazon-2-
wn }- 1H-unna3zon okcanara B JIe4eHUH KOTHUTHBHOTO HApPYIIEHHs], BI3BAHHOT'O XUMHOTEPATTHEH.

B eme napyrom BapwaHTe OCYIIECTBJIEHHS, HACTOsINEE H30OpPETEeHHE OTHOCHUTCS K
NPUMEHEHU  u3onponui-3-{5-[1-(3-meTokcunpornvn)nunepuaud-4-un|-[ 1,3,4]okcanrazon-2-
wi}-1H-uHma3on okcanara IUisi JIEYEHHUS TOBENEHYECKUX U TCUXOJIOTHYECKUX CHMIITTOMOB
JEMEHIIHH.

B npyrom BapuaHTe OCYIIECTBIIEHUS, HACTOSINEE H300peTeHHe OTHOCUTCS K
NPUMEHEHUIO  u3onponui-3-{5-[1-(3-meTokcunpomn)munepuaud-4-wun|-[ 1,3,4]okcanmazon-2-
wi}-1H-uHma3on okcajmata B JIEYEHUM TMOBENEHYECKUX M TCUXOJOTHYECKHX CHMIITOMOB
neMeHnuy,  amaruu/Oe3pasnuuus,  BO3OYKIEHHWs,  arpeccud,  JenpecCHud,  TPEBOTH,
pa3apakuTeNbHOCTH/ TabuibHOCTH, 1uchopuyr, abeppaHTHOTO IBUTATEIBHOTO IOBEICHUS,
Opena, raJUTFOIMHALINH, 3K3aIbTali/3H(pOPUH, TICHX03a, PACTOPMAKHBAHMS, HAPYIICHUH CHA U
HOYHOTO MOBEACHHUSI HJTH PACCTPOICTB aIIMeTUTa U MULIEBOTO MOBEIACHIS.

B npyrom BapuaHTe OCYIIECTBJIEHUS, HACTOSINEe H300peTeHHe OTHOCUTCS K
npuMmenenno  Mzomnpomnui-3-{5-[1-(3-meTokcunponn)munepuana-4-wmin|-[ 1,3,4]okcannazon-2-
wn}-1H-unnazon okcanara B JiedeHMH anaTun/Oe3pasivuusi NMpU AEMEHLHH, arpecCHH IMpHu
OeMEHIHH, BO3OYKIEHUsS NP JEeMEHIUH, ASTPECCHH NPU JEeMEHIUH, TPEBOTH MPH JAEMEHLIUY,
Pa3ApPaKUTENIbHOCTH/ TAOUIBPHOCTH TPU JE€MEHLMH, TUCHOpPUH TPU JeMEeHLUH, abeppaHTHOro
IBUTATEJIbHOTO TOBEACHUS MPH AEMEHLHUH, Opena MNpH JAEMEHIHMH, TaJUTIOLMHALMA TpU
JIEMEHILIUH, SK3aJIbTaluu/>i(popun Mpu NEMEHLINH, TICUX03a MPH IEMEHLINH, PACTOPMOKEHHOCTH
IpY IEMEHIIMH, HAPYIIEHUH CHA U HOYHOTO MOBEASHUS WM PACCTPOMCTB amlmeTHTa U MULIEBOro
MOBENEHUS TIPU JE€MEHIIHH.

B npyrom BapuaHTe OCYIIECTBJIEHUS, HACTOSINEE M300peTeHHe OTHOCUTCS K
NPUMEHEHU0  u3onponui-3-{5-[1-(3-meTokcunpornn)munepuaud-4-wun|-[ 1,3,4]okcannazon-2-
wi}-1H-uHnason okcanata B JiedeHWH anatvu/Oe3pasnuuus mpu OonesHu AJbLreiMepa,
arpeccun npu OoniesHu AublreiimMepa, Bo30y:kaeHus: npu O00Je3HH AubLreiimMepa, Jenpeccuu
npu Oone3Hn Aunbureiimepa, TPEBOTH npu Oose3Hn Anpureiimepa,
Pa3IPaKUTENbHOCTH/ TAaOUIBPHOCTH Tpu  Oone3HH  Aublrefimepa, auchopuu npu  OoNe3HH
AnpirefiMepa, adeppaHTHOTO IBUTATENILHOTO MOBeneHUs npu Oose3Hu Ajblireiimepa, Opena
npu Oone3Hn AnbureiiMepa, raJuFoUHAINN Tpy Ooe3HNn AnbLreiiMepa, 3K3anbTaun/3Hpopun
npu Oonie3Hu AJbIreliMepa, Mcuxosa Mmpu Ooyie3HH AJbLreiMepa, PacTOPMOKEHHOCTH MPH
Oone3Hn AnblreliMepa, HapyImIeHUH CHA M HOYHOTO TOBENEHUS WM PACCTPOMCTB ammeTHTa H
MUIIeBOr0 TOBeneHusi npu Ooje3Hun AublreliMepa, amatun/Oe3paznuyusi mpu  OOJE3HU
[Tapkuncona, arpeccun npu Oose3nu IlapkuacoHa, Bo3OykneHus mpu Oone3nu [lapkuHCOHA,

nenpeccun  npu  Oomesnu  IlapkuHcona, TpeBorm npu  OonesHu  IlapkuHcoHa,
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pasnpaxkutenpHOCTH/ NabunpHOCTH Tipu  Oone3nm IlapkuHcoHa, amchopum mnpu  OonesHu
ITapkuHCOHA, abeppaHTHOTO BUraTEIBHOrO MOBeneHus npu Oonesnu Ilapkuncona, Opena npu
oonesnu [TapkuHcona, rajurounHauuii npu Oonesnn [lapkuHCOHA, >K3anmpTanuu/sidopun mpu
oonesnu [lapkuHcoHa, ncmxo3a npu Oosne3Hu [lapkuHCOHA, PaCTOPMOKEHHOCTH TPU OOJE3HH
ITapkuHCOHA, HapyIIEHUI CHA U HOYHOTO MOBEAEHUS WK PACCTPONCTB amNeTHTa U IMHUIIEBOTO
noBeneHus npu O6one3nu [TapkuHCOHA.

B eme npyroMm BapuaHTe OCYLIECTBJICHHUS, HACTOsIIEEe H300pETEHHE OTHOCUTCS K
npumeHeHuo S5-HT, peuenTtopHOro aroHucra B MOJYYEHUM JIEKAPCTBEHHOI'O CPENCTBA IS
JeyeHust 3a00JI€BaHUI WM PacCTpoOMCTB, omocpenoBaHHbix S-HT4 peuentopom, rme S-HTy
peLenTOPHbBIN ArOHHUCT MPENCTaBIISIET coboit uzonponmi-3-{5-[1-(3-
mMeTokcunponu)nunepuana-4-wun|-[ 1,3,4]okcannazon-2-un - 1 H-uanazon W1 ero
(bapMaleBTHYECKU TPUEMIIEMYIO COJb.

B eme npyrom BapwaHTe OCYIIECTBIICHHS, HACTOsINEe H300pETeHHe OTHOCHUTCS K
npumeHennro S5-HT, peuentopHOro aroHucra B MOJNY4YEHUHM JIEKAPCTBEHHOIO CPEACTBA JIS
JIeUEHUs] JEMEHIMH H3-32 MEHOMAay3bl, CTApUeCKOoro ciaboymusi, KOTHUTHBHBIX HapyIIECHUH,
CBS3aHHBIX ¢ [MU30pPEeHHeH, HenpecCUud, KOTHUTUBHOTO HAPYLIEHWs, BBI3BAHHOTO
XUMHOTEpPANUENd, U TMOBEACHUYECKUX M ICHUXOJOTMYECKUX CHUMOTOMOB neMeHuuu, rae S-HTy
aroHuCT mpexacrasisieT codoit compound, M3onporu-3-{5-[ 1-(3-MeToOKCHTTPOTHI ) TUTIE pUIUH-4 -
wil-[1,3,4]okcannazon-2-un}-1H-unna3on wim ero gpapManeBTUYECKH MTPUEMIIEMYIO COJIb.

B eme npyrom BapmaHTe OCYIIECTBJEHHS, HACTOsIIEe H300pPETEeHHEe OTHOCUTCS K
NPUMEHEHUI0  u3omnponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
un - 1H-uHnaszona wim ero gpapManeBTHYECKH MPUEMIIEMOM COJIU B MOJYYSHHUH JIEKAPCTBEHHOTO
CpencTBa Ui JIEYeHUs JEeMEHLUH H3-3a MEHOIAy3bl, CTapueCKOro ciaadoymus, KOTHUTHBHBIX
HAPYLICHWH, CBSI3aHHBIX C MU30(PPEeHUEH, Nenpeccy, KOTHUTHBHOTO HAPYIIEHUSs, BHI3BAHHOTO
XUMHOTEPANUEH, U MOBEJEHYECKUX U IICUXOJOTHYECKUX CUMIITOMOB 1€MEHLIUU.

B eme npyrom BapuaHTe OCYIIECTBJIEHHS, HACTOsIEe H300pPETEeHHEe OTHOCHTCS K
NPUMEHEHU  u3onponui-3-{5-[1-(3-meTokcunpornn)nunepuaud-4-wun-[ 1,3,4]okcanrazon-2-
wi}-1H-unnaszona win ero papManeBTUYECKH MPUEMIIEMOU COJTU B MOJYYSHHUH JIEKAPCTBEHHOTO
CpencTBa ISl JICUCHUsI IEMEHILIMH M3-32 MEHOTAY3bl.

B eme napyrom BapwaHTe OCYILIECTBJIEHUS HACTOsINEe H300pETEHHEe OTHOCHTCS K
NPUMEHEHUIO  u3onponi-3-{5-[1-(3-meTokcunpomwn)nunepuaud-4-wun|-[ 1,3,4]okcannazon-2-
wi}-1H-unnaszona win ero ¢papManeBTUIECKH MPUEMIIEMOU COJTU B MOJYYSHHUH JIEKAPCTBEHHOTO
CpEeICTBA JJIsl JICYSHHS CTAPUECKOTO CIIad0yMHUsl.

B eme npyrom BapwaHTe OCYIIECTBICHHS, HACTOSINEE H300pPETeHHEe OTHOCHUTCS K
NPUMEHEHUIO  u3onponi-3-{5-[1-(3-meTokcunponwn)nunepuaud-4-wun|-[ 1,3,4]okcanmazon-2-
wi}-1H-uanaszona win ero ¢papManeBTUYECKH MPUEMIIEMOM COJIU B MOJTYYSHHUH JIEKAPCTBEHHOTO
CpeICTBA JIJIsl JICYSHHs] KOTHUTUBHBIX HAPYIIEHUH, CBSI3aHHBIX C ITU30(peHUEH.

B eme napyrom BapuaHTe OCYLIECTBJIGHHS HACTOsIIEE H300pETEHHEe OTHOCHTCS K
NPUMEHEHUI0  u3omnponui-3-{5-[1-(3-meTokcunponwn)nunepuana-4-wuin|-[ 1,3,4]okcannazon-2-

un }- 1H-unnazona unn ero papmManeBTHUECKU IPUEMIIEMOI COJIM B TIOJIYYEHUH JIEKAPCTBEHHOTO
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CpeACTBa AJIs JIEYEHUS IeTIPECCHUHL.
B npyrom BapmaHTe OCYLIECTBIEHHs, HACTOsIIEe M300pETeHHe OTHOCHTCS K
NPUMEHEHHI0 KOMOWHAIMM, copaepskaiied TepamneBTudeckn d¢¢extuBHoe komuuecTBo S5-HT4
pPEeLeNTOPHOrO aroHUCTa M CEJNEeKTHBHOTO MHIHOMTOpa OOpaTHOrO 3axBaTa CEPOTOHMHA, B
NOJIyY€HUH JIEKapCTBEHHOIO CpEeACTBA sl JiedeHus nemnpeccuu;, rae S5-HT, peuenTopHsiit
arOHMUCT  TpPencTaBisieT cobol  m3ompomui-3-{5-[1-(3-meTokcunponun)nunepunuH-4-u|-
[1,3,4]okcanmnazon-2-un}- 1 H-uana3om nm ero gpapmManeBTHYECKH IPHEMIIEMYIO COJb.

B gpyrom BapuaHTe OCYIIECTBIEHHs, HACTOsALIEe H300pETEHUEe OTHOCHTCS K
NPUMEHEHUI0 KOMOWHALIMM, COIepsKallei TepaneBTUYeCKH dS(P(eKTUBHOE  KOJMUYECTBO
uzonponui-3-{5-[ 1-(3-merokcunpormn)munepuaun-4-mn|-[ 1,3,4 Jokcagnazon-2-un - 1H-
MHZIA30J1 OKCAJlaTa U CEJIEKTUBHOTO MHTMOMTOpPa OOPAaTHOrO 3aXBaTa CEPOTOHHHA B MOJIyYEHUH
JIEKAPCTBEHHOTO CPEACTBA JJISI JISYCHUS NENPECCHH; TNle CEJIEKTHBHBI MHTHMOMTOpP OOpaTHOro
3axBaTa CEPOTOHMHA BBIOPAH M3 MApPOKCETHHA, LIUTAJIONpama, SCIHUTAJIONpamMa, (JIyoKCEeTHHA,
CepTpaIMHA, JANIOKCETHHA U BIJIA30/I0HA.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
wi }- 1H-unnazona uinn ero papmManeBTHUECKH MPUEMIIEMON COJTU B MOJYYEHHH JIEKAPCTBEHHOTO
CpeACTBa /sl JISYEHUS] KOTHUTUBHOTO HAPYIIEHHS, BBI3BAHHOTO XUMHOTEPATTHEH.

B eme npyroMm BapmaHTe OCYILIECTBJIECHHUS, HACTOsIIEe H300pETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3omnponui-3-{5-[1-(3-meTokcunponwn)nunepunud-4-mi|-[ 1,3,4Jokcagnazon-2-
wn }- 1H-unnazona unm ero papmManeBTHUECKU IPUEMIIEMOI COM B TIOJIYYEHUH JIEKAPCTBEHHOTO
CpeACTBa /JIsl JIEYEHUS MIOBEACHYECKUX H IICUXOJOTHUECKUX CUMIITOMOB JIE€MEHIIHH.

B eme npyroMm BapuaHTe OCYLIECTBJIEHHUS, HACTOsllee H300pEeTEeHHE OTHOCUTCS K
npuMeHeHuro  usonponui-3-{5-[ 1-(3-merokcunponun)nunepuaun-4-mn|-[ 1,3,4]okcanmnazon-2-
nn}- 1H-nnpasona iy ero papMareBTHUECKH IPHEMIEMOH COJIM B MOJYYEHUH JIEKAPCTBEHHOTO
CpeACTBa AJIS JICYSHUs] MOBEEHUYECKUX M MCUXOJIOTHYECKUX CUMITTOMOB JIEMEHLIUH, BHIOPAHHBIX
u3 anatun/0e3pa3Tnyus, BO30Y KIEHMSI, arpeccum, Jenpeccu, TPEBOTH,
pa3apakuTeNbHOCTH/ TabuibHOCTH, aucopun, abeppaHTHOTO IBUTATEBHOTO TOBEICHMUS,
Opena, raJUTFOIMHALINH, SK3aIbTalu/3H(pOPHH, TICUX03a, PACTOPMAKUBAHUS, HAPYIIEHUH CHA U
HOYHOT'O TIOBE/ICHUS MJTH PACCTPONCTB AIMETUTA W MUIIEBOTO MOBEICHUSI.

B npyrom BapmaHTe OCYIIECTBIEHHs, HACTOsAILIEe HM300pETEeHHE OTHOCHTCS K
NPUMEHEHUI0  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
wi }- 1H-unnazona uinn ero papmManeBTHUECKH MPUEMIIEMOH COJIM B TIOJYYEHUH JIEKAPCTBEHHOTO
CpeacTBa Ul JIEYEHHs anaTtun/0e3pasiuuus NpU OEMEHLUH, arpeccud IpHU JIeMEeHIHH,
BO3OY)KIEHHs TpPU JEMEHLIMH, JeNpPecCHH NpU JAEMEHIMH, TPEBOrHM TNpU JIEMEHIUH,
Pa3aPaKUTENbHOCTH/ TAOUIBPHOCTH TIPU JI€MEHIHH, TUCPOpPHH TpPU JeMEeHLUUH, abeppaHTHOro
IABUTATENIPHOTO TIOBEACHUS MPH JEeMEHIHMH, Opena NpHU JAEeMEHIHH, TaJUFOLHMHALMH Tpu
IEMEHIIUH, SK3aJIbTalun/>1(popun npu 1eMeHINH, TICUX03a MPH IEMEHIINH, PACTOPMOKEHHOCTH
IpU JEMEHLUH, HApYIIEHUH CHA U HOYHOTO TIOBEJECHUS UM PACCTPONCTB aNIeTUTa U MUIIEBOrO

NMOBEACHMUS IIPU JCMCHIIHUU.
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B npyrom BapmaHTe OCYLIECTBIEHMs, HACTOsAILlee W300pEeTeHNe OTHOCHTCS K
NPUMEHEHUI0  u3onponi-3-{5-[1-(3-meTokcunponwn)nunepuand-4-wuin|-[ 1,3,4]okcanmazon-2-
wi}-1H-unnazona wumum  ero  QapmManeBTUYECKH  NpPUEMIIEMON  CONMM Ui JICUEHHS
anarun/Oe3paznuunsi mpu Oonie3HHu AJibIreliMepa, arpeccuu mpu Ooyie3HH AJbLreiMepa,
BO30Y>KneHus pu Oone3Hu AJbLreiiMepa, aenpeccuu npu 0onesHu AnbLreiiMepa, TpeBOrH pU
Oosnesnn AublreliMepa, pa3ApaskKUTENbHOCTH/NAOMIBHOCTH mpu  Oone3Hu  Aublreiimepa,
auchopuu npu OonesHu AunblreiiMepa, abeppaHTHOrO ABUraTeIbHOIO MOBEACHUS MpU OOJIE3HH
Anbureiimepa, Opena npu Oone3nu AunblreiiMepa, raJUTIOLMHALME pu Oone3Hn AJbLreiiMepa,
sk3anpTanmu/>idopun npu OosnesHu AnblrefimMepa, Tncuxo3a npu Oojie3HH AubLreimMepa,
PAacTOPMOKEHHOCTH TIpU OONIe3HU AJbLreiiMepa, HapyLUICHHH CHA M HOYHOTO TOBEACHUS HIIH
pacCTpOiCTB  ammeTuTa W [HULIEBOrO  IOBENEHUs 1npu  OojesHm  AubLreimepa,
anarun/6e3pasznuuust npu Oosesnn IlapkuHCOHA, arpeccun mnpu Oone3Hn IlapkuHCOHa,
BO30YkneHust npu Oonesnu IlapkuHcoHa, penpeccuu npu Oosne3rn [lapkUHCOHA, TPEBOTH MPH
6one3nn IlapkuHCOHA, pasnpakuTenbHOCTH/ TabuabHOCTH 1Tpu Oosie3Hu [lapkuHcoHa, auchopun
npu Oone3nu IlapkuHcoHa, abeppaHTHOrO MABHUraTeNbHOrO IMOBENEHHs NpU  OONEe3HH
[Tapkunacona, Opena mpu Oone3nu IlapkuHCOHA, raumrOUMHAUMK npu Oone3HH IlapkuHCOHA,
sk3anbraumu/sidopun npu Oonesnu IlapkmHCcOHa, mcuxo3a mpu Oone3nu IlapkuHCOHA,
pacTopMokeHHOCTH mipu Oone3Hu IlapkuHCOHA, HApyLIEHWH CHA W HOYHOTO IOBENEHUS MU
PacCTPOICTB anmeTuTa U MUIIEBOro noseaeHus npu o6one3nu Ilapkuncona.

B eme npyroMm BapwaHTe OCYILIECTBJIECHHUS, HACTOsIIee H300pETEHHE OTHOCUTCS K
npumeHenuro 5-HT4 peuentopHOro aroHucra B MOJYYEHUH JIEKAPCTBEHHOIO CPEACTBA IS
JeUeHUsT NEMEHLIMU H3-32 MEHOMAay3bl, CTapuecKoro cnaboyMusi, KOTHUTHUBHBIX HapyLIEHUH,
CBSI3aHHBIX €  INU30(pEHuell, JAernpeccuy, KOTHUTUBHOI'O  HAPYLIEHUs, BBI3BAHHOTO
XUMHUOTEpaNnuel, U MOBEACHYECKUX U ICHUXOJIOTMYECKUX CUMIOTOMOB AeMeHuuu, rae S5-HTy
arOHHUCT IpeACTaBIsAeT cOOON coennHeHne, n3onponui-3-{5-[1-(3-merTokcunponmn)nunepuanH-
4-un)-[1,3,4]okcanuazon-2-wn} - 1 H-uHga3on okcanar.

B eme npyroMm BapuaHTe OCYLIECTBJICHUS, HACTOSLIEEe H300PETEHHE OTHOCUTCS K
NpUMEHEHU0  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcaguazon-2-
wi }- 1H-unna3on okcanara B MOJy4EHUH JIEKAPCTBEHHOTO CPEICTBA JJIS JICUEHUS] AEMEHIUH 13-
3a MEHOTIay3bl.

B eme npyroMm BapwaHTe OCYLIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
wi }- 1H-uHna3zon okcanata B MOJMYYEHUU JIEKAPCTBEHHOTO CPEACTBA AJIS JICUEHHsI CTAPUECKOTO
cmaboymusi.

B eme npyroMm BapmaHTe OCYIIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3onponi-3-{5-[1-(3-meTokcunpomn)nunepuaud-4-wmin|-[ 1,3,4]okcannazon-2-
wn }- 1H-unnason okcanara B MOJyYEHUH JIEKAPCTBEHHOT'O CPENCTBA IS JIEYEHUS] KOTHUTHBHBIX
HapYLICHUH, CBSI3aHHBIX C IU30(peHNEH.

B eme npyroMm BapuaHTe OCYILIECTBJIECHHUS, HACTOslIee H300pETEHHE OTHOCUTCS K

NPUMEHEHUI0  m3omnponui-3-{5-[1-(3-meTokcunponwmn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
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win }- |H-unna3on okcanara B MOJy4YEHUH JIEKAPCTBEHHOTO CPEICTBA ISl JIEUEHUS! IETPECCHH.

B npyrom BapmaHTe OCYLIECTBIEHHs, HACTOsIIEe M300pETeHHe OTHOCHTCS K
NPUMEHEHNUI0 KOMOWHAIMM, copepskaiied TepaneBTHUecKH 3¢dexruBHoe kommudectBo S5-HTy
pPEeLIeNTOPHOrO AaroHHCTa U CEJIEKTUBHOTO HHIruOMTOpa OOpaTHOro 3axBaTa CEPOTOHHHA B
MOJIyYEeHUH JIEKApCTBEHHOTO cpencTtBa st Jieuenust nemnpeccuu; rae S5-HT, peuenropnbiit
arOHMUCT  TpencTaBisieT cobol  m3ompomui-3-{5-[1-(3-meTokcunponun)nunepuanH-4-ui|-
[1,3,4]okcanmnazon-2-un}-1H-unnazon okcanar.

B gpyrom BapuaHTe OCYIIECTBIEHHs, HACTOsALIEe H300pETEHUEe OTHOCHTCS K
NPUMEHEHUI0 KOMOWHALIMM, COIepsKallei TepaneBTUYeCKH dS(P(eKTUBHOE  KOJMUYECTBO
uzonponui-3-{5-[ 1-(3-merokcunpormn)munepuaun-4-mnl-[ 1,3,4 Jokcagnazon-2-un - 1H-
MHJIA30J1 OKCAJlaTa U CEJIEKTUBHOTO MHTMOMTOpPa OOPAaTHOrO 3aXBaTa CEPOTOHHHA B MOJIYYEHUH
JIEKAPCTBEHHOTO CPEACTBA JJISI JISYCHUS NENPECCHH; TNle CEJIEKTHBHBI MHTHMOMTOpP OOpaTHOro
3axBaTa CEPOTOHMHA BBIOPAH M3 MApPOKCETHHA, LIUTAJIONpama, SCIHUTANIoNpaMa, (JIyoKCEeTHHA,
CepTpaIMHA, JANIOKCETHHA U BIJIA30/I0HA.

B eme npyroMm BapwaHTe OCYILIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3onponui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
wi }- |H-unna3on okcanarta B MOJNyYEHUHU JIEKAPCTBEHHOTO CPEACTBA IS JIEYEHUSI KOTHUTHBHOTO
HApPYIICHUs, BBI3BAHHOTO XUMHUOTEPATTHEH.

B eme npyroMm BapmaHTe OCYILIECTBJIECHHUS, HACTOsIIEe H300pETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3omnponui-3-{5-[1-(3-meTokcunponwn)nunepunud-4-mi|-[ 1,3,4Jokcagnazon-2-
wi}-1H-unnazon okcamara B NOJNYYEHHUH JIEKAPCTBEHHOI'O CPEACTBA Ul JICUEHHS
MOBEIEHYECKUX U MICUXOJIOMMYECKUX CUMIITOMOB JIEMEHIINH.

B eme npyroMm BapuaHTe OCYLIECTBJIECHHUS, HACTOsllee H300pEeTEeHHE OTHOCUTCS K
npuMeHeHuro  usonponui-3-{5-[ 1-(3-merokcunponun)nunepuaun-4-mn|-[ 1,3,4]okcanmnazon-2-
un}-1H-unason okcamata B TOJYYEHHUH JIGKAPCTBEHHOTO  CPEACTBA JUIS  JICUCHHS
MOBENEHYECKUX M TCHXOJIOTMYECKUX  CHMITOMOB  JE€MEHIMH,  BbIODAHHBIX U3
anaruun/6e3pasanyusi, BO30Y KICHHS, arpeccum, JeTpeccu, TPEBOTH,
pPa3apaKUTENIbHOCTH/ TAOUITBHOCTH, IUChOpuu, abEeppaHTHOIO IBUTATENILHOTO IMOBENEHUS,
Opena, raJUTFOIMHALINH, SK3aIbTalu/3H(pOPHH, TICUX03a, PACTOPMAKUBAHUS, HAPYIIEHUHA CHA U
HOYHOTO MOBEASHUS HJTH PACCTPOMCTB anmeTuTa U MUIIEBOTO MOBEISHHUS.

B eme npyroMm BapwaHTe OCYLIECTBJICHHUS, HACTOAIIEE H300PETEHHE OTHOCUTCS K
NPUMEHEHUI0  u3onporui-3-{5-[1-(3-meTokcunponwn)nunepunus-4-mi|-[ 1,3,4Jokcagnazon-2-
wi}-1H-unnazon okcamara B TOJYYEHHH JIEKAPCTBEHHOTO CPEACTBA UL JICUEHHS
anatuv/6e3pa3udrsi IPU AEMEHIINH, arpecCUd MPU JAEMEHLNH, BO3OYKIEHUS MPU JEeMEHIIUH,
OEnpecCud TP IEeMEHIMH, TPEBOTH MPH NEMEHIUH, Pa3IpaKUTEIbHOCTH/ TAOWIBHOCTH TPU
OeMeHIHH, TUCHOpUn Mpu TeMEeHLNUH, a0epPaHTHOTO ABUTATEILHOTO MMOBEASHHUS PU IEMEHIINH,
Opena mpu AeMEHLHH, TAJUTFOLWHALUN MPU AEMEHIHH, SK3aIbTaluu/3H(POpPUN TPU TEMEHLHH,
NICUX03a TPU JEMEHLUH, PACTOPMOXKEHHOCTH MPH JEMEHLWH, HAPYLIEHWH CHA U HOYHOIO
TIOBENICHUS WJIH PACCTPONCTB alMeTHTa U MUIIEBOr0 MOBEAEHUS PU AEMEHLIUH .

B ngpyrom BapuaHTe OCYLIECTBIEHMs, HACTOsllee M300peTeHUe OTHOCHUTCS K
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NPUMEHEHUI0  m3omnponi-3-{5-[1-(3-meTokcunponn)nunepuaua-4-wmi|-[ 1,3,4]okcannazon-2-
wi}-1H-unmason okcajmata B TOJYyYeHHH JISKAPCTBEHHOTO CPEACTBA JJIsl  JICYCHUS
anartun/Oe3pasznuuus npu Oone3Hu AubureliMepa, arpeccuu npu Oone3Hu Aublrelimepa,
BO30Yy»KeHus pu OonesHn AJbLreiiMepa, aernpeccuu mpu 6one3Hn AjbureliMepa, TpeBOTH MU
OonesHn AubnreiiMepa, pasapakUTENBHOCTH/NAOMIBHOCTH Tpu  Oone3Hu  Aublreiimepa,
nuchopuu npu 6ose3Hn AnbLreliMepa, abeppaHTHOrO IBUTATENBHOTO MOBEASHHs TIpU OOJIE3HU
Anbrreiivepa, Opena npu Oone3nu AnpnreiiMepa, raJullOLUHALNA npu Ooje3Hu Anpnreimepa,
sK3anbrauuu/sidopun npu OonesHn AjbireliMepa, TcHxo3a Npu Oonie3Hu Aublreiimepa,
PacCTOPMOKEHHOCTH pu OoJie3HU AJibLreiiMepa, HapyIIEHHI CHA U HOYHOTO IMOBEIEHUS WU
pacCTpOMCTB  ammeTuTa ¥  MHIIEBOrO  TMOBEASHWUs pu  OoJie3HH  AJiblLreiimepa,
anarun/Oe3pasnuuust npu Oosesnn IlapkuHCOHA, arpeccun mnpu Oone3Hu IlapkuHCOHa,
BO30y»kneHus mpu Oosiesnu [lapkuHcoHa, nenpeccun npu OosesHu [lapkuHCOHA, TPEBOTU MPHU
6one3nn IlapkuHCOHA, pasnpakuTeabHOCTH/ TabuabHOCTH 1Tpu Oosne3Hu [lapkuHcoHa, auchopun
npu Oonesnn [lapkuHCOHa, a0eppaHTHOrO MABHMIATENbHOIO TMOBEAEHHs MpH  OOJe3HH
IMapkuHcona, Opena mpu OGonesHu [lapkMHCOHA, TAUTFOLUHAIMK TIpu Ooyie3Hn [lapKUHCOHA,
sx3anbrauuu/sidopun npu Oonesnu IlapkmHcOHa, mcuxo3a mnpu Oone3nu IlapkuHCOHA,
pacTopMOkeHHOCTH Tipu OosesHu [lapkMHCOHA, HApYLIEHWII CHA M HOYHOTO IMOBEICHHsS HJIH
PacCTPOMCTB anmeTHTa U MHUIIEBOro MoBeaeHus mpu OonesHu [lapkuHcoHa.

B npyrom BapuaHTe OCYLIECTBJICHMs, HACTOsIEee M300pETeHHEe OTHOCUTCS K
(papMaLeBTHYECKOI KOMITO3MLIUKM JJIsl NPUMEHEHUS! B JICYEHHH IEMEHLMHM H3-3a MEHOIay3bl,
CTap4yecKoro ciaboyMusi, KOTHUTHBHBIX HApyIIEHHH, CBSI3AHHBIX C IIU30(pEeHuei, nenpeccuy,
KOTHHUTUBHOTO  HApyIIEHMS, BBI3BAHHOIO  XUMUOTEpamuel, ¢  IOBEACHYECKUX U
NICUXOJIOTUYECKHX CHMIOTOMOB JeMeHImH, coxepkamei S-HT4 penentopHblii  aroHucr,
uzornponui-3-{5-[1-(3-merokcunponun)nunepuaun-4-unl-[ 1,3,4]okcanuazon-2-un }- 1H-
MHA30J1 WK ero (papMaLeBTUYeCKH MPHEMIIEMYIO COJIb U ero (hapMaleBTHUECKH pHUeMIIeMble
BCIIOMOTaTeJIbHbIE BEIECTBA.

dapmMalieBTHUECKHE KOMITO3HIUM HACTOSIIEr0 H300pETeHUs] MOXHO (POPMYITHPOBATH
OOIIENTPUHATBIM CIOCOOOM, TpPUMEHssl OOMH WM Ooyiee (papMaLeBTUYECKU MPUEMIIEMBIX
BCIIOMOT'aTeJIbHbIX BellecTB. PapMaleBTHUECKH MPHEMJIEMbIE BCIIOMOTaTeNIbHbIE BEIECTBA
NPENCTABISIIOT COOOH pa30aBUTENH, PAa3PbIXJIUTEIH, CBI3YIOLINE, CMA3KH, MIUIAHTbI, OJUMEPHI,
MOKPBIBAIOLIME€ BEIIECTBA, PACTBOPHUTENH, COPACTBOPHUTENH, KOHCEPBAHTHI, CMAauHBAIOLIHE
areHTbl, 3aryCTHTENIM, TEHOTACHTEeNH, MOACIACTUTEIH, apOMAaTU3aTOpPbl, AHTHOKCHIAHTHI,
KPaCHUTENH, COTFOOUIM3ATOPBI, TIACTU(PUKATOPHI, TUCTIEPTHPYIOIINE aAreHThI 1 MOA0OHbIE.

B eme npyrom acmekTe, akTHBHbIE COSIUHEHHS HACTOSILErO M300PETeHUS MOXKHO
dbopmynupoBath B (GopMe MIIONb, TabJNEeTOK, TabNETOK ¢ TOKPBITHEM, KarCyJi, MOPOIIKa,
rpaHyJi, MeJUIeT, IIACThIpel, UMILJIAHTATOB, TUICHOK, JKUIKOCTEH, MOJNyTBEPAbIX BELIECTB, relie,
adpO30Jie, IMYJIbCHI, SJIUKCHPOB U MOR0OHBIX. JlaHHBIE (papManeBTHYECKHEe KOMIO3ULHH U
crocoObI UX MOJTYUYSHHsI XOPOLIO H3BECTHBI B JAHHON 00JaCTH TEXHUKH.

B eme apyrom acmekre, (papManeBTHYECKas KOMIIO3HIMS HACTOSIIErO H300peTeHHs

comepxkut 1-90%, 5-75% u 10-60% mo Becy COeqUHEHUS] HACTOSINEro U300peTeHUs! WU €ro
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dapManeBTHUECKH TpPUEMIIEMYIO COJb. KONMYeCTBO AaKTHBHOIO COEOUHEHHsS WIIH €ro
dapManeBTHUECKH TNpHEMIIEMON conu B (apMaleBTHYECKOH KOMITO3UINH (KOMITO3ULIHSIX )
MOXET H3MEHATbCA OT MNpUOIM3uTenbHo 1 Mr no mnpubnusurenpHo 2000 mMr wmwim oT
npubnusuTenbHo S Mr no npubnusurenbHo 1800 Mr wiam OT NPUOMU3UTENBPHO 5 Mr 10
npubmmsutensHo 1000 Mr wnm oT nmpubausuTenbHO 7 Mr 10 npuOnmmsuTenbHo 350 mMr wiam B
ar000M IuanasoHe, MomaaarLeM B Oosee mupokuii auana3on 1 Mr-2000 mr.

IIpumepsl

[Ipumepsl, mpuBeNeHHBIE HUXKE, MPEACTABIEHbl TOJBKO B KaueCTBE WJUIOCTPALMHU U

MO3TOMY HE€ OOJIKHBI paCCMaTPUBATHCA KaK OrpaHUYIMBarO e 00beM HaCTOALIECTO 1/1306peTeH1/151.

CokpameHnus:

5-HT4 5-I'mapoKCUTPUNITAMUHOBBIH 4 peLenTop

ANOVA JUCTIEPCUOHHBIN aHAJIN3

BCCL IBYCTOPOHHEE JIMTUPOBaHHE OOIIeH COHHOMN
apTepuu

cAMP UKJINYeCKUH aneHo3nHMOHOdochaT

CD1 kyacrep auddepennmanuu 1

ECsg MOJIyMaKCUMaJlbHast s¢dexTuBHAs
KOHLIEHTpaLus

EDTA STUIICHAUAMUHTETPAYKCYCHAsT KUCIIOTa

GPCR conpspkeHHbIN ¢ G-0enkoM pernentop

HC1 XJIOPUCTOBOAOPOAHAs KUCIOTA

h 4ac (4acoB)

L.p. BHYTPUOPIOIINHHBIN

Lv. BHYTPUBEHHBIH

im. BHYTPUMBILLIEYHbII

Ki KOHCTaHTa UHTMONPOBAHUS

mg MUJUIATPaM

MgCl, XJIOpUJ, Mar"usi

min MUHyTa (MUHYT)

mM MHUJITUMOJIPSIHBIA

nmol/L HAHOMOJIb Ha JIUTP

nM HAHOMOJIIPHBIA

p.o. NepopajbHbIA

S.C. HOIKOKHBIN

S.EM. CTaHIapTHAs CPENHSIS OIIHOKa

uM MUKPOMOJISIPHBIN
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Ipumep 1:

Onpenenenue ECsy Besnuun aas S-HT, peuenrtopa:

JUis  KJIETOYHOrO aHauu3a MpUMEHsun cTaOuibHy0 Kkierounyro JsmHuio CHO,
SKCIIPECCUPYIOINYI0 peKOMOWHAHTHBIN YenoBedeckuit peuentop S-HT4 u penoprepHyro cucremy
pCRE-Luc. AHanu3 mnpeanaraeT HEPaJUOAKTUBHBIN MOAXOA AN ONpPENESIeHUs] CBA3bIBAHUS
coenuHenust ¢ GPCR. B 1aHHOM KOHKPETHOM aHajN3€ U3MEPSIOT YPOBEHb BHYTPUKJIETOUHOTO
UAM®, KOTOpBIi  MOXYJNUPYEeTCs  aKTHBaLMEH WM  WHTUOMPOBAHHEM  PELenTOopa.
PekoMOMHAHTHBIE KJIETKH HECYT pPENopTepHbIi TreH Jromudepassl moxa KoHTpojdem HAM®
YyBCTBUTEJILHOTO 3JIEMEHTa. BhillieyKka3aHHbIE KJIETKU BbIPAIUBAJIH B 90-TyHOUHBIX TUIAHIIETaX
C Mpo3payHbIM THOM H OenbiM aHOM B cpene Hams F12, conepskameii 10% deranpHyro ObI4bt0
ceiBopoTky (FBS). Tlepen moGaBneHueM COENMHEHUN WM CTAHJAPTHOTO ArOHUCTA KJIETKH
BBIIEPKUBAIN O€3 CBIBOPOTKH B T€UEHHE HOYH. DTAJOHHBIN YHIOT€HHBII arOHUCT CEPOTOHUH U
tectupyemble coenuHeHust B cpene Opti-MEM B 11 pa3sinuyHBIX TECTOBBIX KOHIEHTPALIUSX,
HaunHast ¢ 10 MkM 1o 0,1 HM B TpeXKpaTHBIX CEPUHHBIX PA3BEACHUSIX, WHKYOHUpPOBAIU C
KJIETKAMH OTAEJIbHO B OTAENbHBIX JIyHKax B TeueHue 4 vacos npu 37 °C B 5% CO2. Cpeny
YA, U KJIETKH TpoMbiBaiu 3a0ydepeHHbM (ocdharoM (PHU3HOIOrHIECKHM PacTBOPOM.
AKTHUBHOCTB JIFOLM(Epas3bl H3MEPSUIA B OTAENBHBIX JIYHKAX, IPUMEHss cyOcTpar moundeprHa, B
mromuHOoMeTpe Victor Light Perkin Elmer. MakcumanbHBIH OTBET, MPOM3BOAMMBIN KaKIbIM
JIEKApCTBEHHBIM CPEICTBOM, HOPMAJIM30BAIM O MAKCHMAJbHOIO OTBETA, MHIYLIUPOBAHHOTO 5-
HT. JlanHple aHanu3upoBalk, NMPUMEHssI nporpaMMHoe obecrneuenune Graphpad prism pns
nojny4denus 3HaueHuil ECs), KOTOpble COOTBETCTBYIOT KOHLIEHTPALIMA arOHUCTOB, HEOOXOAMMOI
111 IO Y€HHUS TIOJyMaKCUMAaJIbHON CTUMYJISILIUM aA€HNUIIATHKIIA3bl.

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

Pesynbratsl:

Coenunenue-1 mposiBIsieT AarOHUCTHYECKYK) AKTUBHOCTh B KJIETOYHOM aHalu3e C
pETOpPTEPHbIM T'€HOM, JIIOMHUHECLIEHTHOM AaHaJM3€ KOHEYHOH TOYKM Ha YeJOBEYECKOM
pexomOunanTHOM peuentope 5-HT4. Benmnuuna ECsy coenunenus-1 cocrasusier 58,7499 uM
(Emax: 28,6+0,5%).

Hpumep 2:

Onpenenenue pesnuunsl K; k 5S-HT4 peuentopy:

Coenunenne Tecrupopanu Ha Caliper Life Sciences coracHo Claenyrommm crnocodam.

Marepuaiiel U CrIOCOOBI:

peuenTop: peKOMOMHAHTHBIHN uenoBeueckuii S-HT,4 penentopHeiii MeMOpaHHbIH OeoK

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

Koneunas konnenTpauus nuHasga-[0,2 aM|

Hecneunduaecknii murann: 10 MxM ceporonus (5-HT)

DTaJOHHOE COeIMHEHUE: CEPOTOHUH

ITonoxUTENbHBINA KOHTPOJIb. CEPOTOHUH

VYcnosust nakyOupoBanust: peakiuu nposonuan B 50 MM Tris-HCl (pH 7,4) B Teuenue

30 munytr mpu 25°C. Peakumio mnpekpammaiu ObICTPbIM BaKyyMHBIM (UIBTPOBAHHEM Ha
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¢unbTpax W3 CTEKJISHHOIO BOJIOKHA. PaguMoOakTUBHOCTb, 3aXBau€HHYK) Ha (UIbTPax,
OTIPENEeNsUT U CPAaBHUBAJIN C KOHTPOJIBHBIMH BEJIMYMHAMH JJIS1 TOTO, YTOOBI ONPEAETUTh JIF0ObIE
B3aUMOJIEHCTBUS TECTUPYEMOIO COCAMHEHUS (COENMHEHMI) C CaliTOM CBSA3BIBAHHS CEPOTOHHHA
5-HT,.

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

Pesynbratsl:

Coenunenue-1 cenextuBHO cBsizbiBaercs ¢ 5-HT4 peuenTopoM mpu TecTUpOBaHMUU in-
vitro crmocoOoM CBsI3bIBaHUSI pPAIAMOIMIaHIAa Ha 4YeJOBeYeCKOM pekoMOuHaHTHOM S-HTy
peuenrtope. in-vitro BeauuuHa K; coequnenusi- 1 cocrasnsier 23,9 HM.

IIpumep 3:

3apaua Ha pacno3HaBaHue 00bexTOB (In vivo Moaenb neMeHUHH H3-32 MEHOMNAY3bI):

Omnepanuro IBYCTOPOHHEH OBapUAKTOMUHU BBIMOJHSUIA CaMKaM KpBIC B Bo3pacTte 7-8
Henesnb. Bkpariie, JKMBOTHBIX aHECTE3UPOBAIHM aBepTHHOM (2,2,2-Tpudpomstanon) B mo3e 150
MI/KT' BHYTPHOPIOIIWHHO, M OHH JIEXKAJM Ha ONEPaloOHHOM crtojie. Paspe3 mo cpenHeil uHUM
JeTajii B IOPCAIbHOM 00JIaCTH HIKE TPYIHOM KJIETKU M Ha 1 M JlaTepajibHee Mo 00e CTOPOHBI
OT CpenHed JMHUM, Jnejanu HeOoJbmoi paspe3 Ha (Qacuum, dYTOOBI ONpEeneTuTh
MECTOHAXOKACHUE JKUPOBOW TKAHH, MOAAEPKUBAOLIEH AMIHUKH. [IyTeM MeIeHHOTO yaaleH s
KUPOBOH TKAHM SIMYHUK HAXONWIM U OTPE3ajH IOCIe IMEPEeBS3KH pOra MATKU IIEIKOBBIMH
mBaMu. Ha Qacuuro Takke HakIaabIBaIX MIBBI, M aHAJOTHYHBIA COCOO MOBTOPWIIM C APYToH
cTOpoHBI. ITOBEpXHOCTHBIE CIIOM KOXKM 3aIIMBAJIH, BBOIMIA TeéHTaMULIMH (15 MI/KT, MOIKOKHO)
B KauecTBE aHTUOMOTHKA U MeJIOKCHKaM (1 MI/KT, BHYTPHUMBILIEYHO) B KAUECTBE AHAJIBI€TUKA C
NOCJIEAYIOLUINM HAaHECEHHEeM INOBMIOH-HOJA Ha NMOBEPXHOCTHBIE CJIOU KOXKU. DMHU30UYECKYIO
HaMsATh, KOTOpas MpeAcTaByisieT coOOi BOCIOMHMHAHHE 00 aBTOOMOrpadUUecKux COOBITHSX,
KOHTEKCTHBIX 10 OTHOLIEHUIO K BPEMEHHU, MECTY U T.J., OLIEHUBAJH depe3 ~12 mecsLeB nocie
omepalyy, MPUMeHss 33/1a4y Ha paclio3HaBaHHE OObEKTOB.

B 1 neHp sKCrepUMEHTa, KPbIC MEPEHOCHIN B OSKCIEPUMEHTAJIbHYIO KOMHATY JJIs
aKKJIUMaThu3auu. Bo 2 1eHb SKCIEpUMEHTa, BCE TPYIIbI JKMBOTHBIX MPUYYaId K CBOUM
MaHe)kaM [ UChbITaHuil B TedeHne 30 MuHYT nepen wucnbiTanueMm-1. CoenuHenue- 1
Hacrosimero u3odpereHus: BBOAWIH 3a 60 MUHYT A0 ucnbitanus-1. B ucneitanun 1 x camkam
KPBIC B BO3PACTE OBAPUIKTOMHH ITOMELIAIN HE3HAKOMYEO MOJIOAYIO KPBICY B COOTBETCTBYIOIINX
UCTIBITATEJIbHBIX MaHEXaxX, T.€., B JOMAalIHEH KJeTKe, B Te4eHue 5 MuHyT. OTMedann Bpewms,
3aTpayeHHOE B3POCJION KPBICON Ha COLMAlIbHOE HccienoBanue aerennbima. [locae 60-MuHYTHOTrO
UHTEpBaJIa MEKAY MCIIBITAHUSIMH B3POCIBIX KPBIC TIOABEPTraii UCTIBITAHNIO-2. B ricnbranum 2 k
KpPBICAM B BO3PACTE OBAPUIKTOMHUH TOMEINAIH 3HAKOMYIO MOJIOAYI OCOOb (TIOMEIIEHHYIO B
UCTIBITAHUU 1) BMeCTE C HOBBIM JETEHBILIEM B COOTBETCTBYIOIIMX HCIBITATEIBHBIX MAHEXKaX B
TedeHne S5 muHYT. OTMeuanu BpeMs, NOTPAYEHHOE B3POCIBIMU KpPBICAMHU Ha COLHAIBHOE
uCcleoBaHue JMOO 3HAKOMOro, JIMOO HOBOTO [ETeHbIIAa B HCIBITAHWU-2. PaccumrthiBain
IUCKPUMHUHALMOHHBINA uHIeKC (b-a3/b+a3) u cpaBHUBaIN MeXAY rpyNIaMu.

Pesynbrarsr:

Coenunenue-1 ycrpanser nepULUT NaMsATH NPH PACIO3HABAHMM OOBEKTOB y CaMOK
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KpbIC TuHIK Buctap ¢ ynaneHHsiMu ssmaaukamu (Purypa 1).

IIpumep 4:

3apaya Ha pacno3HaBanue o0bexTa (In vivo Moaelb KOrHHTHBHOIO HApYUIeHHUs,
BBI3BAHHOI0 XUMHOTepanueii):

CpoiicTBa, ynydInaroliie IO3HABaTeNbHbIE CBOMNCTBA, coenuHeHMs-1 mpu aeduuure,
CBSI3aHHOM C XMMHOTepanuel, OLEHUBAJIU, MPUMEHSS MOAENb MO3HAaHUS HA SKUBOTHBIX, T.€.
3aa4y Ha pacro3HaBaHUE OOBEKTOB.

Kpbic-camuoB nuaun Bucrap (230-280 r) npuMeHsIM B Ka4eCTBE HKCIEPUMEHTATBHBIX
JKUBOTHBIX. YeTblpe JKHUBOTHBIX MPUMEHSJIM B Kaxaou kamepe. Kpeicam mno3Bossau
AKKJIMMAaTU3UPOBAThCS B TeueHue 7 nHei (nHu 1-7) x naboparopHbeiM ycinoBusiM. KoruutusHoe
HapyIIeHUe, BbI3BAHHOE XMUMHUOTepanuel, BbI3bIBaIU UHbeKLHeH nokcopyounmna (DOX) B nose
2,5 mr/kr BHyTpHOpromuHHO 1 pa3 B 5 pHEW BIIOTh 10 8 1ukios (8-49 num). [Tocne 4 mukioB
KpbICc Takke oOpabarteiBaiu coenuHeHueM-1 Bmecre ¢ DOX BHyTpuOprommHHO. 3amady
pacrio3HaBaHUs OOBEKTa BBIMOJHSUIA B KPYIJIOM OTKPBITOM TMosie pasmepoM S0x50 cm,
cnemanHoM u3 akpuia. Ha 50-if nmeHp skcmepumenra, udepe3 60 MuH mocie o0paboTky,
JKUBOTHBIX MPUYyYalld K MAHEXY B TeueHue 45 MUH.

Ha 51 neHp »uBOTHBIX 0OpabaThiBajl COOTBETCTBYIOIIMMH Ipenapartamu 3a 60 MHHYT
10 O3HaKoMHUTenbHOro wucmbiTaHus (1), BO BpeMs KOTOPOro KpbicaM TPENbSBISUIA 1B
AHAJIOTUYHBIX O0BEKTa, T.€. cepeOpsiHbie KOO MuiToHa (a; U a) B TeueHue 3 muHyT. [locie
30-MHUHYTHOrO MHTEpBaJia KpbIC MOABEpraiu ncnbiTaHuio Ha BeIOOp (T2) ¢ ogHUM 3HAKOMBIM
(cepebpo, a3) u omHuUM HOBBIM (KpacHbIil, b) mpemmerom B TeueHHe 3 MHHYT. Bo Bpems
ucneitanuii T; u T, Bpemsi uccienoBaHusi KaKAoro o0bekTa (onpeaensieMoe Kak OOHIOXHUBAHUE,
o0nn3bIBaHKe, KEBAHHE WIIM HAJTMUUE IBHKYLIMXCS BUOPUCC MPU HANPABIEHHH HOCA K OOBEKTY
Ha PacCTOSIHUU MeHee 1 CM) perucTpupOBajy OTAENBHO € IIOMOLIBIO PYYHOIO CEKYHAOMEPA.

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

Pesynbrars:

Coenunenue-1 mokazano 3HAYUTEIBHO OOJiee BBICOKHI JUCKPUMHHALMOHHBIA WHAEKC,
YKa3bIBAIOLIUI HA MOJIOKUTEJIbHOE BIIUSHUE HA MO3HABATENBHYIO ClIOCOOHOCTH (Durypa 2).

IIpumep S:

JddexT coeauHenus-1 Ha HapymeHue mnamsaTH, cBsizaHHoe ¢ MK-801,
BbI3BIBAKOIIUM KOTHUTHBHbIE HAPYLICHHS

Kpbic-camuoB  nuamu  Bucrap (8-10 HenmenbHBIX) TPUMEHSUIM B Ka4yecTBE
SKCIIEPUMEHTANIBHBIX KUBOTHBIX. HeTbIpe )KUBOTHBIX MPUMEHSUIN B KaX10M kaMepe. JKUBOTHBIX
mumany numy Ha 20% To cpaBHEHWIO ¢ JHEM a0 skcnepuMmenrta. K Bome oOecmneunBanu
CBOOOIHBIN OCTYN Ha MPOTSDKEHUH BCErO 3KcrepuMeHTa. JKMBOTHBIX moazaepkuBanu npu 12-
4aCOBOM LIMKJIE CBET/TEMHOTA B MMOMELICHUH C KOHTPOJIUPYEMOH TEMITEpaTypOl U BJIAYKHOCTBIO.
DKCIepUMEHT MPOBOAMIN B KpyIJoM moiie pasmepoM 50x50 cm, caenaHHOM u3 akpuia. Kpeic
IpUyyYaayd K MaHeKaM JJi 3KCIEpUMEHTOB B T€UYE€HME BIJIOTh A0 45 MHUHYT NpU OTCYTCTBUU
KaKUX-JTHOO0 NMPEIMETOB B IEPBBII 1€Hb.

Ha 2 npenp 3a 60 mMuHyT 10 (a3bl O3HAKOMIJIEHHUS XMBOTHBIM BBOIWIM IJIane0o0 WIIH
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coenuHenue-1, u 3a 20 MUHYT 10 (a3bl O3HAKOMIJICHUS *KUBOTHBIM BBOAIIIHN Tutanebo i MK-
801. Bo Bpemsi das3bl o3nakomuieHust (T1) KpbIC MO OTHEIBHOCTH MOMENIANd B MaHEX Ha 3
MUHYTBI, TIPH 5TOM J[Ba UIEHTHUYHBIX O0OBEKTa (a; U ap) pacmojaraiu Ha pacctosHuu 10 cMm oT
crenbl. Uepes 90 munyt nocie T Bbmonssanu ¢asy Beibopa. Kpric moMernany B Te ke MaHEXH,
4yro 1 B ucnbitauuu T1. Bo Bpemst ¢assl BiGopa (T2) kpbicaM MO3BOJISIIN UCCIEIOBATH MAHEXK B
TeueHHe 3 MUHYT B MPUCYTCTBUH KOITMH 3HAKOMOT0 00beKTa (a3) U OOHOro HOBOro oobekta (b).
Bo Bpems wucnerranuii T; u T, wuccrnenoBaHusi Kaxaoro oObekTa (ompenessieMble Kak
OOHIOXMBaHUE, OONM3bIBAHHE, )KEBAHUE WJIM HATMYME JBUKYIIUXCS BUOPUCC NPU HAMPABIICHUH
HOCAa K OOBEKTY Ha PACCTOSIHUU MeHee | CM) pPerucTpupoBaid C TMOMOLIBI CEKYHAOMEpa.
WHnexkc NUCKpUMUHALIMN PacCUUTBIBAIN KaK OTHOIIEHHE BPEMEHH, OTPAYeHHOIO Ha U3yueHue
HOBOTO OOBEKTa, MUHYC BpeMs, TIOTPAYeHHOE Ha M3YYEHHE 3HAKOMOrO OOBEKTa, JEJCHHOE Ha
CYMMY BPEMEHH, 3aTPA4€HHOr0 Ha M3yYeHHE HOBOrO 0ObEKTa U 3HAKOMOTO OOBEKTa B TECTE Ha
BbIOOp ((urypa 3).

Ccpuika: TecT Ha pacmo3HaBaHHE OOBEKTOB MPOBOIMIM, 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.

Pesynbrar: coenmHenme-1 obpamano HapymeHue namsTH, Bbi3BaHHOe MK-801, mpwu
no3ax 0,3 u 1 mr/kr nepopansHo B NORT (durypa 3).

IIpumep 6:

¢ dexT coennHeHus-1 B JOMHHATHO-IOAYNHeHHOI Mmoaeu (DSM) nenpeccuu:

YCTpOUCTBO AJ1s1 UCIIBITAHUM W3TOTOBJISAJIN U3 MPO3PAYHOro IUIACTUKA, U OH COCTOST U3
IBYX UIEHTHUYHBIX Kamep (24x17x14 cm), coennHeHHbIX TyHHeneM (6x6x52 cm). Beero Obuio
orobpano 220 kpbic-camioB suHuu Buctap (110 map) maccoii ~150-200 r. XXKuoTHble ObLTH
pPaHAOMHM3HMPOBAHBI MO Macce Tena U nmoAoOpaHbl MO Macce Tena nomapHo. Ilapsl mpuyuanu k
YCTPOMCTBY Ui TECTUPOBAHUS U MOJIOKY B T€U€HHE 5 MUH B JIeHb B T€UeHHE 5 nHel (mepsas
Henesst). JKUBOTHBIX TNPUMEHSUIM TakK, 4YTOOBI 3TH Mapbl BCTPEYATUCh TOJBKO BO BpeMs
skcriepuMenTa. Kaxxnoit mape ObLT MPenoCTaBieH PaBHBIH TOCTYI K MOJIOKY, conepxamemy 9%
caxapo3bl B XuMu4deckoM crakane (10 mur), KOTOpbIi ObUT MOMELIEH B OTBEPCTHE HA IOJIY B
cepenuHe TyHHeNns. B TeueHue BTOpOH HemenM pPEruCTPUPOBAIM M OLEHHBAIU BpeMs,
3aTpavyMBaeMOe Mapoil KPbIC HA MUTHE MOJIOKA, B TeueHue S MUHYT. [1o OkoOHYaHuU S-MUHYTHOTO
nepuoAa Mmapy KpbIC BO3Bpalllaidi B WX COOTBETCTBYIOLME JAOMallHWe KieTku. [
UCCIIEIOBAHMS OTOMPAIH NAPbl KPBIC, KOTOPBIE COOTBETCTBOBAJIH CIEAYIOLINM KPUTEPHUSIM.

1) PasHuna B cpenHeM MoOKasarene MUThs nape ObLia 3HAYUTENbHOH (IByCTOPOHHHUH t-
kpurepuii, p <0,05).

2) Ilokaszarenb IOMHHHPYIOLIETO >KUBOTHOIO sBisieTcss Ha 25% Oonpmmm, dYem
NOKa3aTeNb MOAYNHEHHOTO KUBOTHOTO.

beun oToOpaHbl M PaHAOMHU3HPOBAHBI Mapbl, COOTBETCTBYIOILIME YKA3aHHBIM BBIIIE
KpUTEpUsIM, 10 YPOBHSM JOMHUHHPOBaHMs. Kak JOMUHAHTHBIX, TaK U MOAYNHEHHBIX >KUBOTHBIX
KOHTPOJIbHOH rpymnmbl oOpabaTeiBaiu muianedo (crepribHas Bonma, 4 MI/KT, mepopaibHO). B

rpymnmnax oOpaOoTKH coenuHeHHeM-1 MOMYMHEHHBIX JKUBOTHBIX 00padaThiBaiyd COEAMHEHUEM- 1
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(3 Mr/kr, mepopaibpHO), 1 UX JOMUHAHTHBIX MapTHEPOB oOpabarbiBamy mianedo (crepuiibHas
BONa, 4 MI/Kr, mepopasibHO). B TeueHue TecToBOro nepuona (TpU HemeNu) BpeMsi, 3aTpadeHHOe
Ha MUTbE MOJIOKA, PETHCTPUPOBAIM AJIS KAXIOTO >KMBOTHOTO Mapbl B TedeHue 5 MuHyT. Ilo
OKOHYaHUU UCTIBITAHUSA Ul BCEX KMBOTHBIX B IPyIIe ObLI MPEAOCTaBIE€H CBOOOJHBIN JOCTYII K
nuuie B TedeHre 1 4. O6paboTky nmpoBoamiu 3a 1 4ac 10 UCTIbITAaHHUS B JHH TECTHPOBAHHS U B
IHM, KOTJa He IMPOBOAMJIM TeCTHpoBaHHe, 0OpaboTky mpoBoamiock Mexay 10:00 u 16:00.
JXusotHbIM oOOecneynBaiM CBOOOAHBIM MOCTYN K THINE C MOJYIHS ISITHUIBI O Bedepa
BOCKpECEeHbsl (BBIXOAHbBIC, HE TECTOBbIE JHH). YPOBEHb JOMHHHPOBAHUS (CpeoHee 3HAYCHUE
pPa3HHLbI B €KEIHEBHBIX IOKA3ATENAX MUThSI MEXIY JAOMUHHMPYIOLUIMMH W TMOTXYHHEHHBIMHU
napTHepaMH B TE€YCHHE MEePHOAA TECTUPOBAHUS) AHAIM3MPOBAIH, MPUMEHSSI OTHO(PAKTOPHBIH
IUCTIEPCUOHHBIA aHAJIM3 C TMOBTOPHBIM M3MEPEHHEM C TMOCIENYIIUM TeCTOM ThIOKH
OTHOCHUTEJIbHO MX YPOBHSI IOMUHHUPOBAHUS B TeUeHue 2-ii Henenu (purypa 4).

Pe3yabTaT: YPOBHH JOMHHHUPOBAaHHS Ipymmbl, oOpaboTaHHOW coenuHeHueM-1 3 Mr/kr
NepOpabHO, YMEHBLIMINCh B TEUEHHE INepuona oOpadOTKM M JOCTUIIAa 3HAYUMOCTH Ha S5-H
(p<0,05) nHenene. OgHAKO OTHOLIEHHWE NTOMHHUPOBAHHS W MOTYMHEHHs, copMupoBaBlieecs B
TEeYeHHE BTOPOW HENeNu, OCTajach HEM3MEHHBIM B TrpyIme, nojydasiieil mianedo 10 my/kr
NepopasibHO, B TE€UYEeHHE Bcero kypca odydenus. CoenuHeHne-1 Mmokas3aio aHTHAETIPECCHBHYIO
aKTUBHOCTH ((urypa 4).

Ipumep 7:

In vivo Muxkpoauaaus rosioBHoro mosra (3¢ggexkt kKomMOMHAUMH coeAHHeHMs-1 H
NAPOKCETHHA HA MOAYJISIIHIO CEPOTOHHHA B BEHTPAJILHOM THIIIOKAMIIE ):

ITon u3zodnypanoBoil aHecTesuel camuam kpbic JuHMKA Bucrap (macca tena 240-300 r)
CTEPEOTAKCUYECKH MMIUIAHTUPOBAJIN HANPABJSIIOIIYI0 KAHIOMO Ui MHKpPOAMAIM3a B
BeHTpasibHOM runmnokamne (AP: -52 mm, ML: +5,0 mm, DV: -3,8 mm). Koopaunatsr Opanu
corynacHO amnacy st mo3ra kpbickl (Paxinos and Watson, 2004) ¢ penepHbIMH TOYKaMH,
B3SITBIMU W3 OpermMbl W BepTUKaIM deperna. KpbicaM TO3BOJSUIM  BOCCTAHABJIMBATHCS
WHIMBUAYAIbHO B TEYEHHE YETBIPEX-IISATH JHEH B KPYIJIONOHHOH YallKe W3 OpPrcTeKia co
CBOOOZHBIM JTOCTYTIOM K KOPMY H BOJIE.

3a neHb A0 SKCIEPUMEHTa 10 MUKPOAMAIHN3Y KPbIC MOACOCIUHSIIN K JIByXKaHAJIBHOMY
JKUJIKOCTHOMY BEPTIIIOTY C IBOWHBIM KBapieBbIM NokpbiTueM (Instech, BemukoOpuranus) Ha
ppl4are  MPOTHBOBECA, KOTOPbIH  TO3BOJST  KHMBOTHOMY  CBOOOJHO  IEPEMELIAThCs.
[TpuOnu3urenbHO 3a INECTHAAIATh YacoB JIO Hayaja WCCIENOBAHHUA NPEABAPUTEIHHO
YPAaBHOBELICHHbI 30HA Ul MUKpoaMaim3a (Auainm3Has wmemOpaHa 4 MM) BBOIOWJIM B
BEHTPAJIbHBIA THIIOKAMIT 4Yepe3 HAIpPaBISIOIIYI0 KaHIOMO. B nmeHp uccnenoBaHus 30HABI
OTIPBICKUBAIM MCKYCCTBEHHOW CHHMHHOMO3TOBOH skumkocTeio (MCXK; 147 MM NaCl, 3,0 MM
KCl, 1,2 mM CaCl, u 1,2 mM MgCl,, pH 6,2) mpu ckopoctu notoka 1,5 mxi/mun. ITocie
nepuona crabmim3anuu B TedeHHe | dvaca derelpe OasanbHbIX oOpasma cobupanmu ¢ 30-
MUHYTHBIMH HMHTEPBajJlaMU 1O BBEACHUs MNapokceTnHa (5 MI/Kr, BHyTpUOpOLIMHHO). Yepes
TPHUIALATh MUHYT TOCJIE BBEIEHHUS MMApPOKCETHHA BBOAMIN coequHeHue-1 (3 MI/kr, nepopajibHO),

u o0pasmel coOupanu eme B TeueHue 3,5 yacoB. Jlnanuszatbl MrHOBEHHO 3aMOPaXKMBAJIA U
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xpanw mipu -70°C mepen anamm3om. Ilocrie 3aBepiieHHs ceaHCa AMANINU3a >KUBOTHBIX
NOJIBEPTajii MPOBEPKE pa3sMELIeHUs 30HMa, U NMPaBUIbHOE pa3MelleHHe 30HJa NMPUHMMAIU B
Ka4ecTBe KpUTEpHUs Il OTOOpA NaHHBIX OT KUBOTHOTO.

KonuuecTBenHoe onpenenenue cepoTonnHa, npumensis LC-MS/MS

KoHueHTpauuu CcepOTOHMHA B AMAIU3aTaxX ONpPEAEsUIM KOJHMYECTBEHHO C IOMOILBIO
KX-MC/MC ananutudeckoro cmnocoba, omucanHoro y Nirogi et al. [2013] mnocne
HEe3HAYUTENbHBIX N3MeHeHnd. OOpasLbl MogBepraiyu AeprBaTH3ALNN JAHCUIXJIOPUIOM, U 3aTeM
WOHHBIE Mapbl MPEIIECTBEHHUK-TPOAYKT KOHTpoJupoBanu ¢ m/z 853,1-170,1, m/z 869,2-170,1
u m/z 643,3-170,1 nng nmaHCUIMPOBAaHHOrO nodaMUHA, HOpPAApEeHATMHA U CEPOTOHHUHA,
cooTBeTcTBeHHO. KonnuecTBeHHOE omnpeneneHne aHAJIUTOB IMPOBOIWIM, NMPUMEHSS TPOWHOM
KBaJPYIIOJIbHBIN TaHAEMHBIH MAacc-CIIEKTPOMETP B peXUME IOJOXKHUTEIbHON HOHHU3ALUH,
NPUMEHss MCTOYHUK HOHHM3aUMu mpu arMochepHoM pasieHnd. Crnocod TpagueHTHOrOo
3IOMPOBAHUST TIPUMEHSUTH JUI OTAENIEHHs] aHAJIUTOB OT MEINAroIUX (PaKTOpOB Ha KOJIOHKE C
BHEIIHUMH MOpUCThIMI MuKpodactuiamu Agilent Poroshell 120 EC-C18.

CraTucTuueckuii aHaIu3:

AbcomoTHbIe 3HaYeHHs (B HMOJIB/J) CEPOTOHMHA mepeBoamiu B % m3MeHeHusi+SEM
OTHOCHUTEJIbHO cpenHero OasanpbHoro 3HaueHust 100%, onpeneseHHoro Kak cpegHee U3 YeThIpex
3HaueHUN A0 BBedeHus A03bl. CTaTucTHUYecKas 3HAUYUMOCTb MEXKAY CPEIHMMM 3HAuY€HUSMU
AUC nnst mpOLEHTHOTO W3MEHEHHs YPOBHEH HEHpOTPaHCMHUTTEPOB B TIpymmax oOpaboTKu
ianedo pacCYUTHIBAIMN, MPUMEHSST OAHO(PAKTOPHBIN AUCIIEPCUOHHBIN aHAIN3 C MOCIEAYOLIIM
tectoM [lanHerTa. IIponieHTHOE M3MEHEHHE YPOBHS CEPOTOHMHA MOcie 00pabOTKU CpaBHUBAIN
C TPYNION MapOKCEeTHHA, NPUMEHss ABYX(AKTOPHBI IUCIIEPCHOHHBIM aHamu3 (BpeMs H
o0paboTka) € MOCHENyIOIUM TECTOM  MHOXECTBEHHOro  cpaBHeHUs boHgpepponu.
Craructnueckuii aHanu3 nposoauiu, npumensiss Graph Pad Prism (Bepcust 4), u 3HaYMMOCTh
yUYUTBIBaJaCh NpH 3Ha4eHuu p meHee 0,05 (purypa 5).

HemnpaBunbHoe pasmerneHre 30HAA CUUTAIM KPUTEPUEM JUIsl OTKJIOHEHHUsS] NaHHBIX OT
YKUBOTHOTO.

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 MAapOKCETHHOM, COeOUHEHHEe-1 HAcTOSIIero H300peTeHHs
OKAa3bIBAJI0 CHHEPreTHYecKuil 3 (ekT Ha BHEKJIETOYHbIE YPOBHH CEPOTOHHHA B BEHTPAJIBLHOM
runmokamiie. O6padoTka TONbKO coequHeHneM-1 (3 MI/Kr, mepopaiibHO) BBI3BIBAJIA MTOBBIIIEHUE
yYpOBHEl CEepOTOHMHA B Tummnokammne Ha 22% IO CPaBHEHMIO C YPOBHSMH JO BBEAECHUS A03bI.
AHanoru4Ho, mapokceTus (5 Mr/Kr, BHyTPHUOPIOIIMHHO) B OTAEIBHOCTH BBI3BIBAJ MOBBIIICHNE
YPOBHEH CEpPOTOHMHAa B TMIMIOKaMIleé O CPEeJHMX MaKCUMalbHbIX ypoBHeld Ha 114% mo
CPaBHEHMIO C YPOBHIMH A0 BBeneHus 103bl. CoennHeHne-1 B KOMOMHAIMU ¢ TAPOKCETUHOM (5

MI/KT, BHYTPUOPIOIIMHHO) BBI3BIBAJIO 3HAYUTENBHO 0OJIee BBICOKUII POCT CEPOTOHMHA, YEM 3TO
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HaOJIO1aJIOCh TIPU MHAMBHUAYaJbHOH 00paOoTkKe WM CyMMBI MX 3(PQPEKTOB Ha CEPOTOHHUH.
Cpennee MakCUMallbHOE YBEJMYEHUE YPOBHEH cepoToHMHA ObUTO Ha 253% BbIe ypOBHEH 10O
BBEIIEHUsI 103bI (PUCYHOK 5).

Cpennee 3Hauenue momanun 1non kpusod (AUC), paccuumtaHHoe —IMoOCIie
KOMOMHUPOBAHHON 00paboTKM CoenmuHEeHueM-1 U MapOKCEeTHHOM, ObUIO 3HAYUTEIBHO BBILIE IO
CPaBHEHHIO C HHIUBUAYAIbHOM 00pabOTKOM.

Yeunmuaromuii 3¢ ekt mapokceTnHa Ipu BBEISHUN COEAWHEHHUs-1 Mpeanoyaraer, uto
komOunupoBannoe BeeaeHne SSRI u 5-HT4 peuentopHoro aronucra (coemuHenwue-1)
ycunuBaeT Helporpancmuccuro S-HT u nmpenniaraeT moTE€HUMANIBbHYIO BO3MOKHOCTH JICUEHMS
nenpeccuu (Purypa 5).

IIpumep 8:

TecT pe3naeHT-BTOpPKEHEN:

IMpumensimu camuos mbimelr CD1 maccoit 20-35 r (pe3unenTsl), 15-25 r (BTOpKeHIBI) U
CaMOK MbIlIed Tmociae oBapudKTOMUH (20-25 1), Pe3upeHTHbIX Mbled mpuydanu
UHIMBUAYAIBHO K CAMKAM MBbIIIEH C YAAJCHHBIMH SIMUHUKAMU B KQXKIIOH KJIETKE. B-3CTpaguon B
noze 0,2 MI/KT MOAKOXXHO BBOIWJIM CaMKaM MBILIEH BO BpeMs NPHUBBIKAHUS. BTOp)keHIEeB
COLIMAJIBHO MPUYYau B TeUeHUe 1 Hexenu.

B nenb 1 u nenp 2 BTOpKEHLA TOABEPTaan BO3AECHCTBUIO MBIIIH-PE3UACHTA B JOMALIHEN
kjerke B TedeHue 10 MHHYT, U (UKCHPOBAIN MPONOJLKUTENBHOCTh aTaku. B TedeHue 3TOro
nepuosa BO3AEWCTBHSI CAMOK Mbled ynamsnu u3 kierkun. Ha 4-i neHp kuBOTHbIE ObLTH
PaHAOMM3UPOBAHBI B 3aBUCUMOCTH OT MNPOAOLKUTENBHOCTH HANAACHWUs, U OCYLIECTBIISAIN
coorBercTByromue odpaborku. Coenunenue-1 (3, 10 u 30 wmr/kr, mepopaibHO) U MJanedo
BBOAMWJIN PE3UACHTHBIM MbllaM 3a 60 MUHYT A0 ucnbiTanus. [locne nHTEepBana nocie BBEACHUS
703l MBILIU-PE3UIEHTH] OJBEPTAIUCh BO3ACHCTBUIO OAHOIO U TOTO )K€ BTOPKEHLA B TEUEHHE
10 MUH U perucTpupOBaIU NPOAOLKUTEIbHOCTD aTAKH.

Pesynbratsr:

Coenunenue-1 cHmwkano ypoBHu arpeccun CD1 wmpimeit npu 30 MI/Kr mepopaibHO
(®urypa 6).

Ipumep 9:

TecT NpUHYAUTENBHOIO MJIABAHUS HA MBIIIAX:

[MpumeHsiin CamIIOB IIBEHIIAPCKHUX MBbIIeH-aTbOMHOCOB Maccou 30-45 1. Mbimam
BBOonMM 1103y mianebo mwim SUVN-D4010. B xauecte ruranebo mpumensuin Boay. Yepes 30
MHUHYT TOcjie 00pabOTKM JKUBOTHBIX BCEX TPYII MO OTHAENBbHOCTH MOMEINAIH B LWJIHHAD U3
ruiekcurnaca (Boicota 40 cM u mupuHa 17 cM) ¢ Bomoit riyouso# 12 cM, moaaepKuBaeMon mpH
temneparype 24+1°C Ha 6 MuHYT. PerucTpupoBaiu MPOAOKUTENHHOCTh HEMOJBI)KHOCTH U
MJIaBAHUS MBILIEH 34 NOCIeAHNUE 4 MUHYTBI.

Pesynbrarel:  coenuHeHHE-1  HE3HAYWTENBHO  YMEHBINANO  NMPOAOJLKUTENBHOCTH

HETOJIBIKHOCTH, YTO CBHIIETENIbCTBYET 00 aHTHATpeccaHTononobHbx dddexrax (purypa 7).
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D®OPMYJIA U3OBPETEHUS

1. Cnoco® neyeHMs MAEMEHLMH H3-3a MEHOMAy3bl, CTap4YeCKOro CiaboyMmus,
KOTHUTHBHBIX HapYyLIEHWH, CBSI3aHHBIX ¢ N30 peHnel, qenpeccuy, KOTHUTHBHOTO HApyIIEHUs,
BBI3BAHHOTO XMMHUOTEpAIUell, U TMOBEAEHYECKUX U TCUXOJOTHYECKUX CHMITOMOB JI€MEHLIUH,
BKJIFOUAIOLMIM  BBEAEHHE HYXKJAIOIIEMyCs IalUeHTy TepamneBTudecku 3(QekTuBHOrO
xonuuectBa 5-HT4 peuenropnoro aronucra, rae 5-HT,4 peuenTopHblli arOHUCT NpPeACTaBIsET
coboit COEIMHEHHE, nzonponui-3-{5-[ 1-(3-meTokcunponun) nunepuauH-4-um| -
[1,3,4]okcanmnazon-2-un}- 1 H-unnazon, umm ero hapMaieBTHUECKU TPUEMIIEMYIO COJIb.

2. Cnocob mo m. 1, roe dapmareBTHYECKH TpUeMiieMble COJH u3ompormi-3-{5-[1-(3-
MeTokcunporui)nunepuana-4-uin|-[ 1,3,4]okcanuazon-2-un } -1 H-unnazona BbIOpaHbI u3
ME3UJIATHOM, TUAPOXJIOPUIHOMN, OKCAJIATHOMN, CYKLIMHATHOM, ()yMapaTHOU U TapTPATHOMN COJIH.

3. Cnocob mo n. 1 u . 2, rae apManeBTHUECKH pUeMyieMast CoJib u3onpormmwi-3-{5-[1-
(3-metokcunpornun)nunepuaun-4-un|-[ 1,3,4]okcanuaszon-2-wun } - | H-uanazona MPEACTABIIAECT
coboit  m3omnpomui-3-{5-[ 1-(3-meTokcunponwn)nmunepunud-4-un|-[ 1,3,4]Jokcagnazon-2-un }-1H-
MH/a30J1 OKCcasar.

4. Crocob yeyeHWs] AEMEHIHMH H3-32 MEHOMay3bl MO M. 1, BKIIOYAIOIIMI BBEACHHE
HY>KIAIOLIEMYCsl TTALIUEHTY TepareBTHUecKH 3P (PeKTHBHOro KojmyecTsa u3onponumi-3-{5-[1-(3-
mMeTokcunpormn)nunepuana-4-wmin|-[ 1,3,4]okcagnazon-2-mn } - | H-uanazon okcanara.

5. Cnocob neuyeHus: crapueckoro ciaaboymust mo m. 1, BKIIIOUAIOUIMI BBEIEHUE

>
HY>KAIOILIEMYCsl TTALIUEHTY TepareBTHUecKH 3P (PeKTUBHOro KojmyecTa uzonpomnmi-3-{5-[1-(3-
MeTokcunporn)nunepuana-4-wmi|-[ 1,3,4]okcagnazon-2-mn } - | H-uanazon okcanara.

6. Crnoco® nedeHus: KOTHUTHBHBIX HAPYIIEHUH, CBS3aHHBIX ¢ MmM3o¢ppeHueit no m. 1,
BKJIFOUAIOLMIM  BBEAEHUE HYXKJAIOIIEMyCs IalUeHTy TepamneBTudecku 3(QekTuBHOrO
KOJINUeCTBa uzonponui-3-{5-[ 1-(3-merokcunponun)nunepuaun-4-mn-[ 1,3,4]okcanmnazon-2-
un}- 1H-unnason okcanara.

7. Cnoco0 nedeHus: nenpeccH Mo M. |, BKJFOYAKOLIMIA BBEACHHE HYKAAIOIIEMYCS
MaueHTy TepaneBTHUECKH 3¢ GHeKTUBHOTO KOJIMUeCTBa uzonponui-3-{5-[1-(3-
MeTokcunpomnu ) nunepuana-4-uin|-[ 1,3,4]okcanuazon-2-un } - | H-unnazon okcanara.

8. Cnoco0 neueHwst nempeccHMd MO M. 7, BKJIOYAOIIUN BBEIEHHE HYXKIAKLIEMYCs
NanueHTy TepaneBTHUECKU 3¢ pexkTuBHOrO KOJIMUECTBa nzonponui-3-{5-[1-(3-
MeTokcunporn)nmunepuant-4-unl-[ 1,3,4]okcagnaszon-2-un -1 H-unnazon okcanata u
CENIEKTUBHOTO HMHrUOMTOpa OOpPAaTHOrO 3axBaTa CEPOTOHMHA, IN€ CEJIEKTUBHBI HMHTHOUTOD
o0paTHOrO 3axBaTa CEPOTOHMHA BBIOPAH M3 NAPOKCETHHA, LUTAJIONPama, 3CIHUTAJIONpaMa,
(yokceTnHa, CepTpaIMHa, JAMOKCETHHA U BIJIA30I0HA WX UX (papMaLeBTUYEeCKU MPUEMIIEMON
COJIH.

9. Cnoco0 nedeHus KOTHUTUBHOIO HAPYLICHUs, BBI3BAHHOIO XUMHOTEpanueid nmo m. 1,
BKJIFOUAIOIMI  BBEACHHE HYXIAIOIIEMYyCs IaLUeHTy TepaneBTHUeCKH 3(PPEeKTHBHOTO
KOJIMYECTBA usonponwi-3-{ 5-[ 1-(3-merokcunporun)munepuansa-4-un|-[ 1,3,4|okcanmnazon-2-
un }- 1H-unnazon okcanara.

10. Crioco0 neyeHus MOBENEHYECKUX U IICUXOJOTMUYECKUX CHUMIITOMOB AEMEHIIMU IO II.
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1

KOJIMYECTBA usonponmi-3-{ 5-[ 1-(3-merokcunporun)munepuann-4-unl-[ 1,3,4 Jokcanuaszon-2-

, BKIIIOYAIOIIUN BBENEHHE HYXXIAIOLIEMYyCs TMAaLUeHTy TepaneBTHUecKu 3¢ EeKTUBHOTO
un }- 1H-unnason okcanara.

11. Cnoco6 neuenus mo 1. 1 u . 10, rae noBeneHYECKHE U MCUXOJIOTHYECKUE CUMITTOMBI
JAeMEeHIUH BbIOpaHbl M3 anmatuw/Oe3paszianyusi, BO30OYKAEHUs, arpeccHuy, NENpecCUy, TPEBOTH,
pa3apaKUTENbHOCTH/ TaOUIBHOCTH, auchopur, abeppaHTHOTO JBHUraTEJIbHOTO TOBEACHUS,
Opena, raJuTIOLIMHALNH, SK3aJIbTalUI/3H(OpHH, TICHX03a, PACTOPMAKUBAHUS, HAPYIIEHHH CHA U
HOYHOTO TIOBEICHUS HJTH PACCTPOMNCTB AIMEeTUTa W MUIIEBOTO MOBEACHUSI.

12. Cnoco6 nedyenust mo m. 10 m m 11, rme moBemeHYECKHE M IICUXOJIOTHYECKHE
CHUMIITOMBI JIEMEHIIMHM BbIOpaHBl W3 anaTH/Oe3pasiuuus NpH JEeMEHIMH, arpeccud Mpu
JIeMEHLUH, BO30YKIEHUsS TIPU JAEMEHIINH, JENPEeCCUU NMPH JEeMEHLIUH, TPEBOTH MPH JEMEHIIHH,
Pa3aAPaKUTENbHOCTH/ TAOUIBPHOCTH TIPU JI€MEHIHH, TUCHOpPHH TPU JeMEeHLUUH, abeppaHTHOro
IBUTATENIHOTO TIOBEACHUS MPH JAEMEHIHMH, Opeda NpU OEeMEHLUWH, TJUTFOLMHALMH Tpu
IEMEHIIUH, SK3aJIbTaluu/>i(popun Mpu NEMEHINH, TICUX03a MPH IEMEHINH, PACTOPMOKEHHOCTH
NPU JEMEHLUH, HAPYIIEeHUI CHA U HOYHOTO MOBEICHHS MM PACCTPONCTB aNIeTUTa U MUIIEBOTO
NOBEICHUS TIPU IEMEHIIHH.

13. Criocob neuenus no . 10-12, roe moBeneHYECKHE U MCHXOJOTHYECKHE CHMITTOMBI
IeMEHIMN BbIOpaHbI W3 amatuu/Oe3pasnuyust npu Oone3HH AJbUreiiMepa, arpeccud Ipu
Oone3nn Aunbrreiimepa, Bo3OykaeHHs npu Ooje3HM AJjblrefimMepa, ACMPECCHH NMPU OONE3HH
AnbureiiMepa, TpeBoru npu Oose3Hu AJjbUreiMepa, pa3apakUTENbHOCTH/IA0MIBHOCTH TPU
Oonesnu Anbireiimepa, nuchopun npu OonesHn AnbureiiMepa, abeppaHTHOTO JBUTATEILHOTO
noBeneHus npu 6one3Hu AnbireliMepa, Opena npu 0o0Jie3HN AJbIreliMepa, rajulFoIMHALUN TTPH
Oone3nu Aunblreiimepa, sk3aibranun/stidopun npu OonesHu AJjbLreiiMepa, IMCHUXo3a IpH
Oone3Hn AunplreiiMepa, pacTOPMOXKEHHOCTH TpH Oose3HH AJublreiiMepa, HapylIEHHH CHa U
HOYHOTO TIOBENEHHs WJIM PACCTPOHCTB AamMeTHTa M MHIIEBOr0 IOBEACHUs IpuU OOoNe3HH
Anbureiimepa, amatuw/Oespasnuuus npu Oonesnu IlapkuHcOHa, arpeccuu Tpu  OONIE3HU
[MapkunrcoHa, BO30ykaeHus npu Oone3nu IlapkuHcoHa, nenpeccun npu 6onesnn IlapkuHCOHa,
TpeBoru mnipu Ooje3nu [lapkuHCOHA, pa3APaKUTENbHOCTH/JAOWIIBHOCTU TpH  OOJIe3HU
IMapkuncona, nuchopuu npu O6one3nu IlapkuHCoHa, aOeppPaHTHOTO JBUTATEIHLHOTO TMOBEIEHUS
npu Oone3nu IlapkuHcoHa, Openma mpu OonesHm IlapkMHCOHA, TaJUTFOLMHALMN TpU OOJIE3HH
[MapkunaCOHA, >K3anbranuu/shidopun npu Oonesnu IlapkuHcoHa, mncuxo3a mnpu  Ooye3HH
[TapkuHCOHA, PAaCTOPMOKEHHOCTH TpH Oone3Hu llapkuHCOHA, HApPyIIEHWH CHA W HOYHOTO
NIOBEIICHUSI WJIM PACCTPONCTB aIIeTUTAa U MULIEBOT0 MOBeAeHUs Tpu Oone3Hu [lapkuHCOHa.

14. Ilpumenenue 5-HTs peuentopHoro aroHucra mjis JeHeHUs JE€MEHLUH H3-3a
MEHOIAy3bl, CTAPYECKOTrO CIabOyMHUsl, KOTHUTUBHBIX HapyIIEHUH, CBA3aHHBIX C MU30(peHHet,
JETPeCCUy, KOTHUTHUBHOIO HAPYLICHHs, BBI3BAHHOTO XUMHOTEpanuel, W IOBENEHUECKUX U
NICUXOJIOTHYECKUX CHMITOMOB aeMeHunH, rae S-HT4 penenTopHbIi aroHHCT NpencTaBlisieT
coboi COEIMHEHHUE, uzonponui-3-{5-[ 1-(3-merokcunponuit) nunepuanH-4-un|-
[1,3,4]okcagnazon-2-un}-1H-uanazon, win ero hapMaeBTHUECKU MPUEMIIEMYIO COJIb.

15. Tlpumenenue 5-HT4 peuentopHoro aronucra mo n. 14, roe dapmaneBTHHecKH
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IIpUeMIIEMbIE conu uzonponui-3-{5-[ 1-(3-meroxkcunponu)nunepuanH-4-ui|-
[1,3,4]okcannazon-2-un}-1H-uanasona  BbIOpaHbl M3 ME3WJIATHOH,  THIPOXJIOPUIHOM,
OKCaJIaTHOM, CYKLIMHATHOH, ()yMapaTHOH U TapTpaTHOH CONH.

16. Ilpumenenue no n. 14 u n. 15, rae gpapmaneBTHIECKH pUEMIIEMast COJIb H3OTPOIIUII-
3-{5-[1-(3-merokcunponui)nunepunaun-4-un|-[ 1,3,4]okcaauazon-2-un - |H-unmazona
NPEACTaBIAET coboi usonponui-3-{5-[ 1-(3-merokcunponui)nunepuauH-4-un|-
[1,3,4]okcanmnazon-2-un}-1H-unnazon okcanar.

17. Ilpumenenne S-HT4 peuentopHOro aronucra 1o m. 14-16 ais nedeHus 1eMeHUuu u3-
3a MEHOMAay3bl.

18. Ilpumenenue 5-HT,4 penentopHOoro aronucra mno m. 14-16 nns nedeHus CTapyeckoro
cmaboymusi.

19. Ilpumenenne 5-HT,4 peuentopHoro aronucra no n. 14-16 ans jgevyeHns KOTHUTUBHBIX
HApYLICHUH, CBSI3aHHBIX C ITU30(pEeHUEH.

20. IIpumenenune 5-HT, penentopHoro aronucra no m. 14-16 nis nedenus aenpeccuu.

21. Tlpumenenue 5-HT, penentoproro aronucra mo m. 14-16 B kxomMOMHaUuu C
CEeJIEKTUBHBIM HHT'HOUTOPOM OOpPATHOTO 3aXBaTa CEPOTOHMHA TS JICUSHHS ACTIPECCHU.

22. TlpumeHeHue koMOWHAIWK 1o M. 21, rme CeNneKTHBHBIA HHTUOUTOp OOpaTHOTrO
3axBaTa CEPOTOHMHA BBIOPAH M3 MAPOKCETHHA, LUTAJIONpama, 3CLUTANIoNpaMa, (JyoKCEeTHHA,
CepTpaIMHA, JATIOKCETHHA U BIJIA30/I0HA WK UX (papMarieBTUYECKH MPUEMIIEMOM COJTH.

23. Ilpumenenune 5-HT4 peuenTtopHoro aronucra no 1mn. 14-16 pgna  nedeHus
KOTHUTHUBHOI'O HAPYILIEHUs], BBI3BAHHOIO XUMHOTEPANIUEH.

24. Ilpumenenune S5-HT4 peuentopHoro aronucra no 1mn. 14-16 ngna  nedenus
MOBEIEHYECKUX U NICUXOJIOTMYECKUX CUMIITOMOB JIEMEHLUH.

25. Ilpumenenue 5-HT,; peuenropHoro aroHucra mo mn. 24, rne HoBeAeHYECKHE HU
IICUXOJIOTUYECKHE CHUMIITOMBI AEMEHLMH BbIOpaHbl W3 amatun/Oe3pasnuuusi, BO3OYKAEHHUS,
arpeccuu, JNEMpPecCHH, TPEBOTH, Pa3IpaKUTEIbHOCTH/NabUIbHOCTH, muchopuu, adbeppaHTHOTO
IBUTATEIPHOTO  TMOBENEHMs, Opena, TaJUTOLMHALMK, OK3aJbTauuu/3W(pOpuu, ICHUX03a,
pacTOpMaKMBaHUS, HAapyLIEHUN CHAa W HOYHOIO TIOBENEHHUS WJIM PACCTPONCTB ammeTura U
MUIIEBOr0 MOBEIEHUS.

26. Ilpumenenne 5-HT, peuentopHOro aroHucra i jedeHus no m. 24 u m. 25, roe
MOBEJICHYECKHE M TCHXOJOTHYECKHE CUMIITOMBI JEMEHLUU BBIOpaHBI U3 anmaTuu/Oe3pazimyus
NpU AEMEHLH, arpecCud NpU AEMEHLHH, BO3OYKIEHHs NpPH IEMEHLUH, ACTIPECCUU TpPHU
IEMEHIUH, TPEBOTH TMPH JEMEHLUH, pPa3ApPaKUTENbHOCTH/NaOUIBPHOCTH TIPU JIEMEHIIHH,
nuchopun npu AeMeHINH, abepPaHTHOTO ABUraTeIbHOrO MOBEACHUS MIPH AEMEHLIUH, Opena rnpu
IEMEHIUH, TAJUTFOLMHALNN PH TeMEHINH, K3aJbTallui/3i()OprN Py AEMEHINH, IICUX03a NPU
JE€MEHLINH, PACTOPMOKEHHOCTU INpPHU AEMEHLMM, HApyLIeHUIl CHa U HOYHOIO MOBEAEHUS WU
pPacCTPONCTB aNneTUuTa U MUILEBOro NOBEAEHUS IPU AEMEHLIUHU.

27. llpumenenue 5-HT4 peuenropHoro aroHucra ajis JjedeHuss no m. 24-26, rae
MOBEJICHYECKHE U TCHXOJOTHYECKHE CHMIITOMBI JEMEHLIUU BBIOpaHBI U3 anmaTun/Oe3pazinyus

npu Oone3Hu Anblreiimepa, arpeccuu npu 0oje3Hn AnblreiiMepa, Bo3OyKaAeHus npu OoJIe3HH
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AnprreiMepa, nenpeccuu npu Oose3Hu AusblrefiMepa, TpeBOrH npu OoyiesHH AbIreiMepa,
Pa3paKUTENbHOCTH/ TAaOUIBPHOCTH Tpu  Oone3Hu  Aublreiimepa, auchopun npu  OoNe3HU
AnbureiiMepa, abeppaHTHOrO JABHMraTeJIbHOIO INMOBEAEHHWs Npu Oone3Hu AJjbureiimepa, Opena
npu O6one3Hu AnbureliMepa, raJulFouHALNN Ipu Oone3Hu AnblLreliMepa, 3K3anbTalun/sipopun
npu Oojne3Hn AusbureiiMepa, Nmcuxosa npu Oone3HH AJjbLreliMepa, pPacTOPMOXXEHHOCTH MpPHU
Oone3nn AnpureiiMepa, HapyIIE€HHH CHA M HOYHOI'O MOBEAEHUS WM PACCTPOICTB ammeTura u
NHIIEBOr0 TNOBeneHWss mnpu Oone3Hn AgjbureiiMepa, amatuu/Oespasnuuus npu  OOJe3HH
[MapkuncoHa, arpeccuu npu Oone3nu [lapkuHcoHa, BO3OykneHus mpu Oose3Hu [lapkuHCOHA,
nenpeccun  npu  Oomesmm  [lapkuHcoHa, TpeBorm mnpu  Oonesnu  [lapkuHCOHA,
paznpakuTtenbHOCTH/ NabunbHOCTH nipu  Oone3nn  IlapkuHcoHa, auchopuu mnpu  Oone3Hu
[MapkunaCOHA, abeppaHTHOTO BUTATEIBHOTO MOBeneHus npu Oonesnu IlapkuHcona, Opena mpu
6one3nn [lapkuHCcOHa, rayuronHALME npu Oone3nu IlapkuHCOHA, sK3ambTanuu/>idopun npu
6one3nn IlapkuHcoHa, ncuxo3a npu Oonesnn IlapkUHCOHA, PAaCTOPMOKEHHOCTH MPHU OOJIE3HH
ITapkuHCOHa, HapyLIEeHU CHa M HOYHOIO MOBEAECHUs WJIM PACCTPONCTB alleTUTa U MUILEBOTO
noseneHus npu 6one3nu [lapkuHCcoHa.

28. Ilpumenenue 5-HTs peuentopHoro aronucra no mn. 14-27 B nojgydeHUH
JIEKApCTBEHHOTO CPEICTBA JJIS JICYCHUS IEMEHIINU HM3-3a MEHOIAy3bl, CTapUecKoro ciaboymus,
KOTHUTHBHBIX HapYyLIEHHH, CBSI3aHHBIX ¢ N30 peHnel, 1enpeccuy, KOTHUTUBHOTO HAPYyIIEHUs,
BBI3BAHHOIO XMMMOTEpanuel, U MOBEACHYECKUX U ICUXOJOTMYECKUX CHMIITOMOB JI€MEHLMH,
rne 5-HTs peunenropHelii  aroHuct  npexacraBisger  coboit  mzompormi-3-{5-[1-(3-
MeTokcunponmn)nunepuana-4-mi|-[ 1,3,4]okcaanazon-2-mn § -1 H-uanazon WJN ero
(bapmMareBTHIECKH TPUEMIIEMYIO COJIb.

29. IlpumeHenue KomOmHaimu, copepkameir 5-HT, penenTopHblli aroHuCT
CEJIEKTHBHBIH MHIMOMTOpP OOpaTHOrO 3axBara CepoTOHMHA No 1. 21 u m. 22 B MOJy4eHHH
JIEKaPCTBEHHOI'O CPEACTBA JJIsl JICYEHUsI JEMPECCUN.

30. @apmaneBTudeckass komnosuuus, coaepxamas 5S-HT4 peuenTopHbili aroHuUCT mno
mobomy u3 myHKTOB 1-29 u (hapmanieBTHUECKH TpUEMIIEMblE BCIIOMOTATEIbHbBIE BELIECTBA MU
UX KOMOUHAIIHIO.

31. dapmaneBTHUeckas KOMIIO3ULUSA 1O M. 30 171 MpUMEHEeHHs B JIEYeHUU JeMEeHINU U3-
3a MEHOIIAy3bl, CTAPYECKOro CI1a00yMHsl, KOTHUTHUBHBIX HAPYLICHHH MTPH COCYIUCTON TEMEHIIHH,
KOTHUTHBHOTO  HApyLIEHUs, BbI3BAHHOIO  XHUMHUOTepamueidl, U  [OBEAEHYECKUX U
MICUXOJIOTMYECKUX CUMIITOMOB J€MEHLINH.

32. ®apmauepTuyeckas Komnozuuus no n. 30, BBOAMMAs NAlMEHTy MEPOPasIbHbIM,
Ha3aJIbHbIM, MECTHBIM, JI€PMaJIbHbIM UJIU MapeHTEPabHbIM IIyTEM.

33. ®apmaneBTrueckas komnosuuus no . 30 u n. 31, BBoauMas NalMeHTy OT OJHOTO 10

TPEX pa3 B ACHDb, OT OAHOI'0 A0 TPEX pa3 B HEACIIO UJIK OT OAHOI'O A0 TPEX pa3 B MECALL.
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