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BNUAHUE OUNENTA U EFTO OCHOBHOIO METABOJIUTA
HA HAPYLLEHUE PACIMO3HABAHUA HOBbIX OB bEKTOB,
BbISBAHHOE IANNOMNEPUAONIOM, B 3KCINEPUMEHTE

M. U. Nopenos, P. Y. OctpoBckas*, C. C. Ary6osa, H. M. CasoHoBa'

B ombITax Ha MBIIIAX OLEHUBATIN CIIOCOOHOCTH TUMENTHAHOTO MUMETHKA HEHPOTEH3MHA,
MOTEHLIMAJILHOTO aHTUIICUXOTUYECKOro BelecTsa N-kanpoun-L-nponui-L-tupo3una Metu-
nosoro s¢upa (I'3P-123, gunent) u ero ocHOBHOro Mmeradosuta N-karpoui-L-mpo-
smun-L-tuposuna (I'3P-125) ocnabnsaTh BEIPaKEHHOCTh KOTHUTUBHBIX HAPYLIEHUH, BbI3BaH-
HBIX TajJonepujonoM. Jljis oLeHKH BIMAHMA HCCIELYEMBIX BELIECTB HA KOTHUTHBHBIE CIIO-
COOHOCTH KHBOTHBIX IIPHMEHSITH TECT PACIIO3HABAHUS 0OBEKTOB B MOMM(DUKAIINH, UCIOIb-
3yHOILEH B Ka4ecTBE 0OBEKTOB pasziuyHble 3anaxu. [anonepunon B 1o3e 0,05 Mr/kr, He yrHe-
Tajl OOILLYI0 JABUTaTENbHYI aKTUBHOCTb, HO BBI3bIBAJ BHIPAXXEHHOE HapyIEHHE pedexca
HoBU3HBI Ha 89 %, (p = 0,0004). {nnenT B 103¢ 2 MI/KI BOCCTaHABJIMBAJI HHTEPEC MBILICH K
HOBBIM 0O0bekTaM. I['3P-125 mo BEIpakeHHOCTH 3TOro 3({eKTa IPEeBOCXOAMWI JIIICNT Ha

25 %, (p =0,02).

KiroueBsie cioBa: HeliporeHsus; auient; meradbonut munenra (I'3P-125); ramonepunoi;

PacCrio3HaBaHUE HOBBIX 06’beKTOB; MBIIIIN.

BBEOEHUE

Knunuueckue nposiBieHus Mu30()PEHUH 10 HETaBHETO
BPEMEHHU XapaKTepU30Bajd 2 TpyNIaMd CUMITOMOB —
MO3UTHBHBIMU UM HETaTHBHbIMU. B mocneaHue rogsl Bce
Oonbllice BHUMAHUE YIENSETCs MOUCKY ITyTeil BO3meHcT-
BUs Ha KOrHUTHBHBIN neduuur [8]. IlosuTuBHBIE pac-
CTPOHCTBA JIOBOJIBHO XOPOIIO KOHTPOJIUPYIOTCS TUIIHMY-
HBIMH HEHPOJIEITUKAMH; YTO KacaeTcsi KOTHUTHBHOTO Jie-
¢dunmTa, OHU €ro, HAMPOTHUB, YCYTYOISIFOT; Hauboee SIPKO
9TOT 3G PEKT BBIPAXKEH y Tallonepuona. ATUITHYHBIC HEH-
ponentuku 3(PQEKTHBHEI TOJIHKO B OTHOIICHUH HEKOTO-
pPBIX BUJOB KOTHUTHBHOH HenocrarouHoctu [11]. Ilpu
9TOM Ul UX JIeHCTBUS XapaKTepeH LIUPOKUI CHEKTp Mo-
604HbIX 3¢ dekroB. [lo 25 — 30 % OONBHBIX PE3UCTCHTHBI
KO BCEM U3BECTHBIM HelponenTikaMm. COBOKYIIHOCTb yKa-
3aHHBIX (PAKTOB TUKTYET HEOOXOAMMOCTH MTONCKA TIPHHITH-
MUaJIbHO HOBBIX ITyTei CO3MaHUS BBICOKOI(D(EKTUBHBIX
HEUPOJIETITUKOB.

NmetoTcst yoenurenbHble JOKa3aTeIbCTBA POJIM TPUAE-
kanentuaa Heiporensuna (HT) B xadecTBe SHIOTEHHOTO
Heiiponentuka [10]. Tor dakr, yto cam HT mpossnser
HU3KYI0 OJH3MMAaTHYeCKYl0 YCTOMYUBOCTBH, BCIEICTBHUE
4yero ero HeiporpornHble 3(PQEKTh OCYIIECTBISIOTCA
TOJIBKO TMPHU HETIOCPEICTBEHHOM BBEIEHHH B MO3T, TOOY-
W K aKTUBHOMY TOMCKY €r0 MUMETHKOB, 00Jaatonx
OonbIeil OHONIOTHYECKOH CTaOMIBHOCTBIO U 3(dhexTus-
HBIX B YCIIOBHSIX CUCTEMHOTO BBeficHUs. OpUTHHAIBHBIN
MOJIXO/I K TIOUCKY HOBBIX BBICOKO3(D(DEKTUBHBIX aHTHIICH-
XOTHUECKHUX coequHeHui, npemnoxkeHHsld T. A. ['yname-
BO# [9], ocHOBaH Ha co3laHUH MOAUDUIIMPOBAHHOW U~

! ®I'BHY “HUU (apmakonorun umeru B. B. 3akycosa”, Poccns,
125315, Mocksa, ya. banrtuiickas, 1. 8.
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NENTUIHON NOCIeI0BaTeIbHOCTH NPOJMWI-TUPO3HUH B CBSI-
31 C TE€M, YTO OHa COCTaBJIsgeT “TOJOBKY [-IOBOpOTa
HTg |3 1 UMEET CTPYKTYypHOE CXOACTBO C aTUIUYHBIM HEH-
ponenTukoM, cynenupumoMm. W3 cepum  N-anmi-mpo-
JIWJI-TUPO3UHOB i1 OoJiee MOAPOOHOI0 M3y4YeHHs paHee
Obu1 0TOOpan N-kanpouii-L-nponui-L-THpO3UH MeTHIIO0-
BoIid a¢up (I'3P-123, nunent) [6]. Ero geranpHOE dKCTIE-
PUMEHTaIbHOE U3YUEHUE BBIBUIO HAJIMUKUE HEMposenTu-
YECKOI aKTUBHOCTH B COYETAHUM C MOJIOKUTENBHBIM KOT-
HUTOTPONHBIM 3Pdexrom [5]. Hamuume >THX CBOMCTB
OBUIO TIOATBEP)KACHO KIMHUYECKMMHU WCCIIEOBAHUAMHU B
pamkax 2-ii $asbl [4]. OCHOBHBIM METa0OJIMTOM JIUJICTITA,
M0 TaHHBIM (papMaKOKHHETHYECKOTO UCCIEIOBAHMUS C HC-
nonb3oBanueM BOXX-MC/MC, seusercs N-kampo-
wi-L-niponun-L-tuposun (I'3P-125) [3].

VYyureiBasg BaXKHYIO pOJIb KOTHUTHBHOIO KOMIIOHEHTA
JecTBUS HEUPOJIENTUKOB, J€TajJbHOE U3yUYEeHUE OUIIeNTa
U €ro OCHOBHOTO MeTa0OJHTa Ha MOKAa3aTeld KOTHUTHB-
HBIX (YHKIMH NpeacTaBiasieT ocoOblii nHTepec. Panee B
pamMKax M3y4eHHs 3TOrO BOMPOCA UCHOIh30BAIHMCH TECThI
MIACCHUBHOTO U aKTHBHOTO M30eraHus; OBUIO YCTaHOBIICHO,
YTO JWIENT YJIy4dllaeT MaMATh B TECTE MacCUBHOIO u30e-
TaHud M yCTpPaHAET KOTHUTHBHBIA Ae(PUIIMT, BHI3BAaHHBIH
rayorniepuiosioM B j1o3e 0,05 MI/kr B TecTe akTHBHOTO H3-
Ocranus [2]. YuuTbIBash WHBa3UBHBIA XapakTep 00OUX
9THX TECTOB, OCHOBAHHBIX Ha OOJEBOM MMOAKPEILICHUH,
MPEACTaBIsI0O UHTEPEC HUCIONIB30BATh JIMIICHHBIA WHBA-
3UBHOCTH TECT PAacIiO3HABaHUS OOBEKTOB, OCHOBAHHBIH Ha
€CTEeCTBEHHOM TMPEANOYTeHUH HOBU3HEI [7]. Mcmomb3ys
METOIMKY C BU3YaJbHBIM pa3jIMYEHHEM, Mbl IOKa3ajH,
YTO JUIENT, a TaKkKe €ro OCHOBHOW MeTabOJIUT BOCCTa-
HaBJIMBAIOT TIOKA3aTeIN KOTHUTHBHBIX (PYHKIMHA Y KPBIC B
TECTE PacIO3HABAHMS HOBBIX BH3YaJIbHBIX OOBEKTOB, Ha-
PYIICHHBIE OJIOKaTOPOM IIEHTPAIFHBIX MYCKAPHHOBBIX XO-
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Puc. 1. Cxema BBe/IcHUs BEILIECTB.

JIMHEPTUYECKUX PELENTOPOB, cKonoinaMuHoM [1]. B pas-
BUTHE ITHUX HWCCICIOBAHUI TPEICTABIIO MHTEPEC H3Y-
YHUTH JUJICTIT U €T0 METa0O0IHUT HA MOJICIH OJIb()aKTOPHOTO
pa3NuyueHHsI, TTOCKOIBKY U3BECTHO O OOJBIIOM 3HAYCHUH
3amaxoB B JKH3HU TPBI3YHOB. VcX0/s U3 SKCIIeprMEHTab-
HbIX U KIIMHUYCCKUX NAaHHBIX O HAPYHICHUN KOTHUTHUBHBIX
(GYHKIMH THIUYHBIM HEHPOJICTITHKOM TaJIOIEPHIOINIOM,
[EJTBI0 TAHHOM paboThI SIBUIIOCH HcciieoBaHue d((EeKTOB
JTUJICTITA U €r0 OCHOBHOTO METa0O0JUTa Y MBIIICH B TECTE
pacro3HaBaHUs HOBBIX OOBEKTOB C MCIIONB30BAHUEM OJIb-
(hakTOpHOTO pa3apaxuTesst Ha (OHE KOTHUTUBHOTO aedu-
[IUTa, BEI3BAHHOTO T'AJIONICPHIOTIOM.

METOAbl UCCJIEOOBAHUA

DKCIIepUMEHTHI BBITIOJIHEHBI Ha 40 OeCOPOAHBIX MBbI-
max-camiax maccod 25—30T1 (MUTOMHHK AHApECBKa,
3eneHorpan) B cBeriioe Bpems cyTok ¢ 11:00 go 14:00.
JKuBOTHBIX colepiKajlu B CTAaHAAPTHBIX YCJIOBHUSIX BUBa-
pus Ipu cBOOOJHOM JIOCTYIIE K BOZE U KOPMY.

OpraHuszanuio U MpoBeJCHUE PadOT OCYLIECTBISUIN B
COOTBETCTBUM ¢ Npuka3zoM Munsapasa Poccuu Ne 199 or

Bpemna ao Hadana NOR-tecrta (B muHyTax)

01 ampenst 2016 . “O0 yTBep»kICHUM TPaBUII HaJUICkKa-
el maboparopHoii mpakTHKK’. JKUBOTHBIX COJEPIKAIH B
coorBerctBun ¢ CII 2.2.1.3218-14 “CanutapHo-31111e-
MHUOJIOTHYECKUE TPeOOBaHUs K YCTPOKMCTBY, 000pymoBa-
HUIO ¥ COJICPIKAHHIO SKCIICPUMEHTAIBHO-OMOIOTHYECKUX
KIMHHK (BuBapueB)” ot 29 aBrycra 2014 1. Ne 51. Ipoge-
JICHNE 3KCHEepHMEHTOB onodpeHo Kommccueit mo 6nome-
munuHekoi atuke PI'BHY “HUU dapmakonornn nmern
B. B. 3akycosa”.

Mpimu ObLTH pasaeieHsl Ha 4 Tpynibl o 10 ocobeit B
Ka)KII0M:

ITaccuBHBII KOHTPOJIb — BBOAWIN (HU3HOJIOTHYECKUN
pacTBop;

AKTUBHBIA KOHTPOJIb — BBOJMIN (DPU3HOIOTHUECKUHN
pactBop + rajonepuaon B go3e 0,05 mMr/kr;

OmnbiTHasg 1| — BBOAWIM OWIENT B 103€ 2 MI/KT + rajo-
niepuon B go3e 0,05 mr/kr;

OmnbiTHas 2 — BBoguiau ['3P-125 B mo3e 2 Mr/kr + ra-
nonepuzon B goze 0,05 Mr/kr.

DuU3NOIIOTUYECKUN PACTBOP M MCCIIETyEeMbIe BEIIECTBA
B BHJIC BOJHOTO pacTBOpa BBOAMJIM MbIIIAM B O0ObEMe

Baunsinue rajonepuaoJa, 1ujenra u ero OCHOBHOro MeTa00JMTa HA ABUraTe/IbHYI0 aAKTUBHOCTDb (B ceKszlax) 2KMBOTHBIX BO Bpems npeaBapure-

JIbHOTO 03HAKOMJIEHHS M JaTeHTHbIi nepuon (JIIT) meporo moaxona

I'pynna 2 — akTuBHBII
KOHTPOJIb (raJonepu 10
0,05 Mr/kr BHYTpuOpIo-

I'pynna | — maccuBHBIH KOHTPOIb ((U3HOIOTHIECKUI

I'pynna 4 —
ONBITHASA-2 (TaJIONEPHI0JI
0,05 Mr/kr BHYTpuOpIo-

I'pynmna 3 —
ombITHasA-1 (Tamonmepumon
0,05 mr/kr BHYTpUOpIO-

pacTBOpP BHYTPHOPIOMIMHHO + (DU3HOIOTHYECKUI [IAHO + hu3MONOTHYe- J—
PacTBOpP BHYTPUOPIOMINHHO) CKHi PACTBOP BHYTPH- HMINHHO + IMJIENT 2 MI/KT ['3P-125 2 mr/kr
OPIOIINHHO) BHYTPUOPIOMHHHO) BHYTPHOPIOMIMHHO)
JIBuraTenpHasi akTUBHOCTb BO BpeMs 61,4 38,1 60,1 +5,8 53,7+8,1 59,1 +7,7
MPEJBAPUTEIBHOIO OHAKOMIIEHUS
(M £ SEM), ¢
JlaTeHTHBIH IepHoJI MEPBOTO MOJIXO0- 3,6 £0,25 0,4 +0,25 2,2"+£0,29 3,1% 1+ 0,26
na (M + SEM'), 6anmst
3naueHus 6amIoB 0-60c 60—-120c 120-180 ¢ 180 -240c
4 3 2 1

* OmIMure OT MACCUBHOTO KOHTPOJIS; # oTIMuMe OT aKTHBHOrO KOHTPOJISl; & — OTJINYUE OINBITHOM-2 IPYyIIbI OT ONBITHON-1.
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dTanbl Tecta pacno3HaBaHuAa o6beKToB
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Puc. 2. Dransl Tecta pacro3HaBaHUs OOBEKTOB.

0,25 Mi1 BHYTPHOPIOIIUHHO IO CXEME, MpPEACTaBICHHOM
Ha puc. 1.

K, AK, O-1, O-2 — sKcrepuMeHTaIIbHbIE TPYTITHI
“MacCUBHBIA KOHTPOIB”’, “aKTMBHBIA KOHTPOJIH , “OIBIT-
Hasi-1”, “onbITHAs-2”, COOTBETCTBEHHO.

®. P-P — wHBEKIMS (DHU3HOIOrHYECKOrO pPacTBOpa
BHYTpUOprommHHO; [AJl — WHBEKIHS Tajonepusona B
no3ze 0,05 mr/kr BHYTpuOpromuHHO; JINJI — nHbBEKIHS
JIUJIeTITA B J103€ 2 MI/KT BHYTpUOpIOmUHHO; [ 3P — nHb-
exiuss [3P-125 B pgo3e 2 Mr/kr BHYTPHOPIOLIUHHO;
NOR-tect — Novel Object Recognition, TecT pacno3Ha-
BaHUs OOBEKTOB.

Dranbl TecTa pacrno3HaBaHUsi 0OBEKTOB MPECTABIICHBI
Ha puc. 2.

I. Osnakomuenue. JXuBoTHOMY mTpemOCTaBIsIETCS
5 MUH 17151 CBOOOHOTO MEpEeMENICHUsI U U3yUYCHUsT yCTa-
HOBKH, B KOTOPYIO OHO IOMAJIET BIICPBBIC, BPEMSI aKTHB-
HBIX MIEPEMEIICHUH B “30HE pa3MelLIeHUsI 00bEKTOB” (HK-
CUpYEeTCs U CIYKUT IOKa3aTesieM JBUraTeIbHON aKTUBHO-
CTH KUBOTHBIX.

II. Ixkcno3umus 1. )KuBoTHOE OTrOpakuBalOT U ycTa-
HABJIMBAIOT MEPBYIO Mapy oObekToB (oanHaKoBeie; Al u
A2). 3arem 3aropoaky yOHpalOT M JAlOT >KUBOTHOMY
4 MUH Ha U3y4eHHE OOBEKTOB.

III. Cmena o6bexTOB. [lepBas mapa o0beKTOB yOUpa-
€TCsI ¥ TOTOBUTCS BTOPasi, B KOTOPOI OJUH OOBEKT 3aMEHs-
€TCs1 CBOEH KOIUEH, a BTOPOH MpeIcTaBisieTcs BepBhie. B
9TO BpeMs KUBOTHOE CBOOOIHO IepeMelaeTcs Mo ycTa-
HOBKE, KaK U BO BpeMsl [IPEBAPUTEIHLHOIO 03HAKOMIICHHSI.

IV. Okceno3unms 2. )KUBOTHOE OTrOpaXXUBAIOT U yCTa-
HaBJIMBAIOT BTOPYIO mapy oObekToB (pasubie; A3 u bl).
3arem 3aropofKy yOMparoT U JaloT )KMBOTHOMY 4 MUH Ha
U3y9YeHUE OOBEKTOB.

JI1s KOHTPOIIS BIUSHUS U3y4YaeMbIX BEILIECTB Ha JIBUTa-
TENIbHYIO0 aKTHBHOCTBH YXHBOTHBIX (DHKCHUPOBAIHA CyMMap-
HYIO JUIMTENIbHOCTh aKTUBHBIX IepEMELIeHUH B “30He pa3-

o
|
11
an W) ...
4 UM 3 muH A
ALY

MEIIEeHUs] 00bEKTOB” BO BpeMs IMPEIBAPUTEILHOTO O3HA-
KOMJICHUSI.

OObeKkTamMu pacriozHaBaHus ObUTH OeJible BaTHBIC IIIa-
puku (mmamerp 30 —40 MM), Ha KOTOpbIE HAHOCHIIH
0,01 M3 omHOTO W3 CIEAYIOIIMX OYHUIIEHHBIX alTEYHBIX
MaceJl: MATa, BKAJIMIIT, JJaBaH/a, Keap. B kauecTse kpute-
pUs BBIp@XKEHHOCTH pediiekca HOBU3HBI U3MEPSUIOCH Ja-
TEHTHOE BpeMsI TIEPBOT0O MOAX0/1a BO BpeMsl SKCIIO3ULIUH 1,

uconb3yst OammbHy cucremy: 0—60c — 4 Oamia;
60-120c — 3 Oamma; 120-180c¢c — 2 Oamia;
180 —240 ¢ — 1 Gamr; OTCYTCTBHME TOAXOAAa B TEUCHHE

4 muH — 0 GasoB.

Jl1s cpaBHEHUS] MEXTy COOOH KOTHUTOTPOITHOM aKTHB-
HOCTHU JWJIETITA U €r0 OCHOBHOTO METa0OJIUTa PACCUHTHI-
BaJIM KO3 GUIMEHT KorHuTHBHOM aktuBHOCTH (KKA) 10
crnenytouiei popmyre:

JII (aKTHBHBIN KOHTPOIB) JiI (ombITHAsA)

KKA =

-100%,

Jin (aKTUBHBIA KOHTPOIIB) — Jin (TTacCHBHBIH KOHTPOJIb)

1€ JIL it ommpoms) — CPEAHEE 3HAYCHHUE JATCHTHOTO
BPEMEHHU MEPBOTO MOJX0/1a K HOBBIM 0OBEKTaM y MBIIIEH,
KOTOpBIM BBOAMIM (usuonoruueckuii pactsop; JIL .,
st xomrpony) —— CPEAHEE 3HAYCHUE JIATCHTHOTO BPEMEHH
MEpPBOTO MOAX0/A K HOBBIM OOBEKTaM B TPYIIIE MBIIICH,
KOTOPBIM BBOJMIN TaJONECPHION H (HH3HOIOTHICCKUI
pactBOp; JI gyyan) — CPEIHEE 3HAYEHHE JATEHTHOIO
BPEMCHHU NEPBOTO MMOAXOAa K HOBBIM 00BEKTaM B rpynmax
MBIIIEH, KOTOPHIM BBOJIMIIM TJIONEPUION U OJTHO U3 U3Y-
JaeMbIX BelecTs — awient wim [13P-125.

DaKTUYECKN NPEICTABICHHBIN TECT MO3BOJSET OLIEHU-
BaTb KOTHUTUBHBINA CTaTyC >KUBOTHBIX 110 2 KPUTEPUSM:
BBIP)XKCHHOCTH pediekca HOBU3HBI C IIOMOIIBIO OLEHKH
JIATEHTHOTO TIOJXO/la BO BPEMs HKCIO3MLUH 1 M KpaTKo-
BPEMEHHOH (MM JONTOBPEMEHHOH, B 3aBUCHUMOCTU OT
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MMPOMECIKYTKa MEXKIY 3KCHO3I/IIII/I$[MI/I) namMsaTu, Ajasd 9TOro
CJIYKUT 3KCITO3UIUA 2.

CratucTHueckyro 00pabOTKy MPOBOIMIN B IIPOrpaMme
BioStat 2008. Iy OlleHKH CTaTHCTHYECKON JIOCTOBEPHO-
CTH pa3jIM4yuil B IBUraTeIbHONH aKTUBHOCTH MEX1y BCEMU
9KCIIEPUMEHTAIbHBIMUA TPYIIIAMU HUCIIOJIB30BAJICS PAaHIO-
BbIN qucnepcuoHHbii aHanu3 Kpackena — Yomuca. [{nst
OLIEHKHM CTAaTUCTUYECKOM 3HAUMMOCTU Pa3IMUUi MEXKITY
TpyMIamMy 10 MOKa3aTellto JaTeHTHOTO MEpPHoJia ePBOTo
MOJX0Ma K HOBOMY OOBEKTY HCIIOJIB30BAIN KPUTEPHA
Manna — YutHu. [laHHBIE NIpPEACTAaBICHBI B BUAE CPEN-
HEeW W cTaHAapTHOW ommubOku cpemnnenr (M + SEM). Pe-
3yJBTaThl CYUTAINCH TOCTOBEpHBIMU TpH p < 0,05.

PE3YNbTATbI U UX OBCYXOAEHUE

HWcxonst u3 Toro (hakra, 4TO raJIonepuion B OnpeesieH-
HOM JMaria3oHe /103 BBI3BIBACT YTHETEHHE JBUTATEIbHOMN
aKTUBHOCTHU U 3TO MOXKET CITYKUTh IPUINHON MCKAKCHHSI
pe3yabTaTOB B KOTHUTHBHBIX T€CTAX, MPEJCTABIISIIO HHTE-
pEec Ha IepBOM dTarle UCCIeI0BaTh €ro BIUSHHUE HA JIBUTa-
TEJBbHYIO aKTUBHOCTb KHBOTHBIX.

JKuBOTHBIE BCEX IKCIEPUMEHTAIBHBIX TPYIII BO BpeMsi
MPEIBAPUTEIBHOIO O3HAKOMJICHHS aKTHBHO IepeMera-
JHCh B “30HE pa3MeNICHUs] 0OBEKTOB”, TIE MPOBOAMIH B
cpeanem ot 53 110 61 ¢ (U3 o01ero BpeMeHu B 5 MUH); Ta-
KUM 00pa3oM, HHM OJHO M3 HCCIIEIyeMbIX BEIeCTB He
Biusuo (p = 0,66) Ha IBUTATEILHYIO aKTHBHOCTD.

Bo Bpemst Broporo srana tecta NOR nMHTaKkTHBIE XHU-
BOTHBIC TICPBOM TPYHIBI JAEMOHCTPHPOBAIU OXKHIAEMOC
MOBEJICHUE — TOAXOIWIN K 00bEKTaM B TeueHHe 2 mep-
BBIX MUHYT 9KCHO3ULMH |, YTO COOTBETCTBOBAJIO CpEIHE-
My Oamty 3,6, CBUICTEIBCTBYIOIIEMY O XOpOIIeH BbIpa-
KEHHOCTH BPOXKJEHHOTO peduiekca HOBU3HBI Ha OJb(ak-
TOPHBIN pa3pakuTeNb y MbImed. [agonepumon B 103e
0,05 mr/KT pe3ko yrHeTaeT pediekc HOBH3HBI, 3TO BbIpa-
JKaeTcs B CHIDKEHHMH cpenHero 6amia o 0,4 (p = 0,0004)
[0 CPAaBHEHMIO C IPYMIION NaCCUBHOTO KOHTPOJ, T.€. Y-
JIMHEHUHU JIATEHTHOTO Meproja MOAXoAa K HE3HAKOMOMY
o0bekty (Obu10 B cpeanem 60 ¢, ctano B cpennem 200 c).
B rpymme “OnbiTHas-1"’ BBeZieHHE TUIIETITa B J103€ 2 MI/KT
KOPPEKTUPOBAJIO KOTHUTHBHBIN NE(UITUT, BEI3BAHHBIN Ta-
JIOTIEPHIOIOM; KHBOTHBIC HaYWHAIN OBICTpEe HMHTEPECO-
BaThCs 00BEKTAMH M ITOAXOJUTH K HAM; CPEIHUH Oaut co-
craBui 2,2 (p = 0,003, mo cpaBHEHUIO C TPYIIONA aKTHB-
Horo KoHTpouist). '3P-125 B 103e 2 MI/Kr TakKe 0Cadisiin
yrHEeTeHHE pediekca HOBU3HBI, CPeJHUI 0aul coCTaBMI
3,1 (»p=0,0004, o cpaBHEHHIO C TPYNIIOH AKTHBHOTO
koHTpourst). JetictBue ['3P-125 ObuT0 BRIpasKeHO CHITbHEE,
gyem y guienta (p=0,02), IO CpaBHEHUIO C TPYIIIOH
“OmnprtHasg-1". KKA g mumenta cocraBui 62,5 %, a s
I'3P-125 — 84,4 %.

Takum 00pa3om, B JONOJHEHHE K BBIIBICHHOM paHee
CIIOCOOHOCTH JIMJIENITa YCTPAHSTh BBI3BAHHBIC TaJIOTICPH-
JIOJIOM DKCTpanupaMuIHbIe HapyIeHus [2], B TaHHOM pa-
00Te BIEpBEIC IMOKA3aHO, YTO TUJICTT U €r0 OCHOBHOH Me-
tabonmut ['3P-125 ocnabnsror Takxke Apyrod MOOOYHBIH

I1. . T'opesioB 1 ap.

3¢ dexr ranonepuiona — KOTHUTHUBHBIA Je(UIIUT. YcTa-
HOBJIEHO, YTO IO BBIPQXKEHHOCTH MPOKOTHUTUBHOTO 3(-
(bexta B 3TOM TecTe METAOOIUT MPEBOCXOMUT TWIEHT Ha
25 % (p=0,02). Onucanusie 3pPeKTs U3yUYeHHBIX Mpe-
napatoB OOYCJIOBIIEHBl WX CEJIEKTHBHBIM BIMSHUEM Ha
KOTHUTUBHYIO (D)YHKLHUIO, a HE BIMSHUEM Ha JBUTaTelb-
HYI0 aKTUBHOCTb. OTCYTCTBHE ACTIPUMUPYIOLIETO AEHCT-
BUS Y TAJIONEPUI0JIa CBA3aHO C IPUMEHEHUEM €r0 B OYE€Hb
HU3KOHU /103€, a COXPaHEHUE UCXOAHOM TBUTATEeIbHON aK-
TUBHOCTHU Ha (OHE IeHCTBUA JUIIENTa COCTABISET €ro Xa-
paKTepHOe OTIWYME OT APYTUX aTHIIMYHBIX HEHpOJenTu-
kOB [5]. Onucannbie 3P QeKThl JUIenTa U ero MeTadonuTa
B T€CTE Paclo3HaBaHUs OObEKTOB OTPAXKAIOT X CIICLU(H-
YECKUIl KOTHUTOTPOIHBIN 3(h(EeKT, 0 YeM CBUAETEILCTBY-
€T OTCYTCTBHE BIIMSHU HA JIBUraTEIbHYIO aKTUBHOCTb.

BaxxHO MO4epKHYTh, 4TO B JJAHHOW padOTe Tpe/icTaB-
JICHBI PEe3yJbTaThl pa3pabOoTaHHOW HaMH MOAU(DUKAIUIH
TECTa PacIo3HaBaHUS OOBEKTOB, TIO3BOIMBIICH HCIONB30-
BaTh 3aIlaXxM B KauyecTBE OOBEKTOB pasnmueHws. IIpemmo-
JKCHHAsE CHCTEMa aBTOMAaTHUCCKOM PETHMCTpaliy MOBEIe-
HUSI )KUBOTHBIX TIPH TIOMOIIY ITU(PPOBEIX KaMep U Mepco-
HAJFHOTO KOMIIBIOTEpA Jaja BO3MOXKHOCTH OIHOBPEMEH-
HO TIPOBOAUTH SKCHEPHMEHT C >KUBOTHBIMH PA3IHYHBIX
TPy, YTO YMEHBIIMJIO BIHMSHHE XPOHOOHOIOTHIECKOTO
(baxTOpa Ha pe3ybTaTHl SKCTIepuMeHTOB. Hanmane Herpe-
PBIBHOH 3aIFCH KaXKIOTO dTara SKCIIEPUMEHTA MTO3BOIIIIIO
YAOCTOBEPHUTHCS B OTCYTCTBHH BIUSHHUS HCCIICTyEMBIX BE-
IIECTB HA JIBUTATEIFHYIO aKTUBHOCTD )KUBOTHBIX.

BbIBOObl

1. I'anonepumon (0,05 Mr/kr BHyTPUOPIOIIMHHO OJHO-
KparHo 32 30 MUH JI0 UCCIICIOBAHNS1) HE BIMSCT HA JBHUTa-
TENBHYI0 aKTUBHOCTh W HAPYIIAET BPOXKICHHBIN pedrekc
HOBH3HBI Ha 89 % (p = 0,0004) y MbllIeii B TeCTe pacrio-
3HaBaHMs OOBEKTOB.

2. Jqunent (2 MI/Kr BHYTPHOPIOIINHHO OZHOKPATHO 32
45 MUH JIO UCCIICIOBAaHWSA) U €r0 OCHOBHOH MeTabOHT
I'3P-125 (2 Mr/kr BHYTPUOPIONIMHHO OXHOKPAaTHO 3a
40 MUH 1O WCCIIENOBaHMS) BOCCTAHABIMBAIOT Ha 62,5 u
84,4 %, COOTBETCTBEHHO, HAPYIICHHBIN TaJIONEPUI0IOM
pediiekc HOBU3HBI Y MBIIICH W HE BIMSIOT HA UX JIBUTa-
TEJIHHYIO aKTUBHOCTb.
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THE EFFECT OF ANTIPSYCHOTIC DRUG DILEPT AND ITS MAIN
METABOLITE GZR-125 ON THE HALOPERIDOL INDUCED
DISTURBANCE OF NEW OBJECT RECOGNITION ABILITY IN MICE

P. I. Gorelov, R. U. Ostrovskaya*, S. S. Yagubova, and N. M. Sazonova

Zakusov Institute of Pharmacology, Russian Academy of Medical Sciences, ul. Baltiiskaya 8, Moscow, 125315 Moscow

* e-mail: rita.ostrovskaya@gmail.com

The ability of neurotensin-based dipeptide antipsychotic (Dilept, GZR-123, methyl ester of N-caproyl-L-prolyl-L-tyrosine) and its main metabolite (GZR-125,
N-caproyl-L-prolyl-L-tyrosine) to ameliorate the cognition disturbances caused by haloperidol was studied in the experiments on outbred white mice by using
the test for new object recognition with olfactory discrimination. Haloperidol in doses of 0.05 mg/kg did not produce locomotor depression, but exerted prono-
unced inhibition (89%, p = 0.0004) of novelty preference. Dilept (2 mg/kg) was found to restore this form of cognitive reaction disturbed by haloperidol.
GZR-125 demonstrated even more pronounced (by 25 %, p = 0.02) effect in comparison to dilept.

Keywords : neurotensin; dipeptide dilept; dilepr metabolite GZR-125; haloperidol; new object recognition; mice.



