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COYETAET HEWPOJENTUYECKYIO AKTUBHOCTb
C NONOXWUTENbHbLIM MHEMOTPOMNHbLIM OEACTBUEM

P. Y. OctpoBckas, M. B. PeTioHckas, J1. C. lNy3eBaTtbIx, T. A. l'yaawesa,

T. A. BopoHuHa, C. B. CepeaeHun’

HMccnenoBanu BIMsSHHE HOBOTO HEHpOJENTHKA AUMENTUAHON CTPYKTypbl awienrta (N-
kanpoui-L-nponun-L-tupo3una merunosoro 3¢upa, I'3P-123) Ha korHuTHBHBIE (QYHKLIUU B
TecTe yCIIoBHOTO peduiekca maccuBHoro usberanus (YPIIM). YcranoBneHo, 4To auurenT
yiaydmaer BeIpaboTKy U BocmpomsseneHne YPIIM B ycioBusx cnaboro moaKperuisomero
pexuMa 00ydeHHsI, a TaKXKe MPEOTBpAIlacT aMHECTHYECKOE ACHCTBHE AeKTpoloka. Heil-
poMeanaTopHbIil aHamu3 3THX d(PEKTOB BB BOBICUCHHE B MEXaHU3M aHTHAMHECTHYE-
CKOTO JIeHCTBUS AUJIENITa yCWICHNE LICHTPAIbHOM [IyTaMaT- U XOJIMHEPIHIECKO mepenadn.
CoderaHue y AuUIeNTa aHTUICUXOTUUECKOH aKTUBHOCTU CO CIIOCOOHOCTBIO 00nerdars o0y-
yaeMocTb B TecTe YPIIM 1 0Kka3blBaTh aHTHAMHECTUUECKOE ACHCTBHE IO3BOJIAET IIPOrHO3U-
poBarb dPYEKTHBHOCTH AMWIENTA B OTHOIICHWH HETaTUBHOW CHMIITOMATHKHU LIH30(pEHHH.
Hamune aHTHIICHXOTHYECKOH aKTHBHOCTH M TOJIOKUTEIBHOTO MHEMOTPOITHOTO IEHCTBUS
IIpeIoaraeT TakKe MepCIeKTUBHOCTD UCIIOIb30BAHUS IMIICTITa Ul KyIUPOBAaHUS IICHXO-
THUYECKHUX PACCTPONUCTB IpH Oose3Hn Anblreiimepa.

KiroueBbie cjioBa: aMHE3Hs1, IPOIHII-TUPO3HH JUICTITHI, MHECTUUCCKUC (DYHKIMH, HEHPO-

JIENITUKU, HEHPOTCH3UH, IU30(PPEHUS

BBEAOEHUE

ComtacHo quxoromuueckuit koHnenmuu T. Crow, Teue-
HHUE MHU30(PEHIN MOXKET XapaKTepU30BaThCs Mpeodiaa-
HUEM TIO3UTUBHOH (Opell, TaJuTIoIMHAIIN) THO0 HEeraTHB-
HOH (3MOLMOHANIBHAS YIUIOMEHHOCTh, HECIIOCOOHOCTh K
a0CTPAaKTHOMY MBIIUICHHIO W MPHHATHIO PEIICHUH, HApY-
IICHUSI BHUMaHMS, MAMATH) CHMITOMATHKH. XOTS pOJb
KOTHUTHUBHOTO Je(hUIMTa B TEYCHUH MM30(PEHUU Oblia
BIICpBBIC MOAUCPKHYTa Oosiee Beka Haszaj B paborax Kre-
pelin, onpenenupiero mu3oppeHIO Kak “paHHee ciado-
ymue”, BHUMaHUE UCCIIeNoBaTeNieii B JabHEHIIeM ObLIO
COCPEIOTOYCHO B OCHOBHOM HA IPOAYKTHBHBIX CHMIITO-
Max. DTo ObUIO CBA3aHO HE TOJBKO C OOJIBIIENH MEIUKO-CO-
LUAJILHOW yIpo30M IPOLYKTUBHBIX NPOSIBIEHUI, HO U C
TEM, YTO KJIACCHUYCCKHE HEHPOJCNTHKH, OTKPBITHE KOTO-
PBIX MOJOXKHUIO HAYaJo 3pe MCUX0(hapMaKoIOTHH, OKa3a-
JUCh 3(Q(PEKTUBHBIMU TOJNBKO B OTHOIICHUH MO3HTHBHOI
CHUMITTOMATHKU. YTO KacaeTcst HeraTUBHBIX CHMIITOMOB, B
MEPBYIO OuYepefb KOTHUTUBHOTO Je(UINTA, TUIHYIHBIC
HEHPOJICNITHKHU €T0 HE KyNMUPOBAJIH, a, HAIPOTUB, YCYTyO-
JISUTH; K TOMY K€ JUIS MX JACHCTBUS XapaKTEPHO HAJIMUHE
BBIPQ)KEHHOU JKCTpanupaMUIHOW cuMnTomMaruku. Ilons-
THE O KOTHUTHBHOM Je(HIUTEC KaK O MHUIICHH Teparnuu
mM30(ppeHnd Havano (HOPMUPOBATHCS JIMIIb HETABHO
[8, 16]. ITpn 3TOM BO3MOXKHOCTH KOPPEKIHH AehUIHTAp-
HOW CHMITOMATHKH CBS3BIBAIOT C ATHIUYHBIMH HEHUpPO-

' Iy HUM (dapmakonorun um. B. B. 3akycoBa PAMH, Mocksa,
125315, yn. banruiickas, 8.
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JICTITUKAMH MOCTCIHEH TeHepayu, o0 alomuMy Hapsi-
Iy C aHTHAO(GAMUHOBBIM JCHCTBHEM TaKKe CEPOTOHH-
HO-HEraTuBHBIM 3(¢exToM. OTHAKO B OTHOIICHUH HEKO-
TOPBIX KOTHUTHBHBIX (DYHKIHI, HampumMep, padodeil ma-
MSATH M BHHMMaHHUS AK€ TaKUE Ipenaparsl ‘‘30J0TOTO
cTaHAapTa’”, KaK KJIO3aliH U OJIAaH3ETIHH HE SBJISIOTCS J10-
craroyHo »pQexTuBHbIMU [13]. YKa3aHHBIE HENOCTATKU
M3BCCTHBIX HEHPOJICTITUKOB ONPEACIISIOT MPOJOKAIOIIH-
ecst Moucku 3(P(EKTUBHBIX IMPENaparoB, JHIICHHBIX IO-
60uHBIX 3(D(PEKTOB.

Nmeercst psa SKCHEPUMEHTANIbHBIX M KIMHUYECKHX
JAHHBIX, IO3BOJIAIOLIMX pacCMarpuBaTh HEUPOTEH3UH
(HT) B xauectBe ’HmOoTeHHOrO Helponentuka [14]; cre-
MICHb TUIO(QYHKIAU dTOTO TPUACKAIENTHAA KOPPETHPYET
C TSDKECTBIO CHMIITOMOB MIM30(PSHUH, B TOM UHCIE KOT-
HuTHBHOTO nedurmra [7]. Tor dakt, uyro cam HT umeer
HU3KYI0 3H3MMaTHYEeCKYl0 YCTOMYMBOCTH U THPOSBISET
HEHUPOTPOIHYIO aKTUBHOCTh TOJIBKO IPU HEIIOCPEICTBEH-
HOM BBEJIEHUU B MO3T, IOOYIMJI K AKTUBHOMY IIOUCKY €T0
arOHUCTOB, Y(P(EKTUBHBIX MpPU CUCTEMHOM BBCICHUH.
OTOT TOWCK, BEOYIIMICS Ha OCHOBAaHHU MOIHM(UKAIINN
CTPYKTYpbl aKTHBHOM dactu Tpuaekanenrtuaa, HTg 5,
MIPUBEII K CO3AaHMIO psiia rekcanentuioB [17]. Opuruna-
JIbHBIN MOAXOJ K IMOMCKY aKTUBHBIX OJMIONENTUIOB, pa3-
BUBaeMbIil B HcTHTyTE (hapmakonornu PAMH, coctout B
CO3JIaHUM MaJIbIX MOJIEKYJ] — JW- U TPUIENTUAOB, OTIH-
Yaromuxcsi OONbIIeH OHONOrHYecKol CTaOMIIBHOCTBIO, H
3¢ (GEKTUBHBIX B YCIOBHSIX CHCTEMHOro BBeneHHs [3, 6].
3a ocHOBYy MozenupoBaHus axkTUBHBIX HT-momoOHBIX



HEHpPONENTUKOB OBbLT B3SAT IUIENTHA MPOIMI-TUPO3UH B
CBS3U C TEM, YTO 3Ta MOCIENOBATENBHOCTh COCTABIISET
“ronoBky” [-moBopora HTg ;; U uMeeT CTpPyKTypHOE
CXOACTBO C aTUIHMYHBIM HEWPOJIENTHKOM CYIBIUPUIOM,
paccmarpuBaembiM T. A. ['ynameBoil kak rumoreTHye-
ckuii nporotun auranna HT-penenropos [10]. U3 cepun
N-anui-npoaui- THPO3UHOB ISl Oosee MmoxpoOHOTo U3y-
yeHuss ObU1 oToOpaH N-kampoui-L-nponui-L-Tupo3un
MeTuioBblil 3¢up (I'3P-123, nuent), nporeMOHCTPUpPO-
BaBUIMK HEHPOJENTUYECKYI0 aKTHBHOCTh B JIMAla30HE
103 0,4 —4 Mr/kr mpud BHYTPUOPIOLIMHHOM BBEICHUH
[4, 5] u 6 — 16 Mr/kr npu BBeeHUH BHY TP [1]. DTOT TpH-
TIETITOUTHBIA aHAJIOT HEHPOTEH3WHA HE YCTYIAeT IO BbI-
PAKCHHOCTH AHTUIICHXOTHYECKOTO JEHCTBHUS yIIOMSHY-
TBIM TeKcanenTHIHBIM aHajoram HT u cymectBenno mpe-
BBIITAET HEMENTUAHBIA MpoToTHN Ccyaepnupua. [lomodmo
JIPYTHEM HEHPOJENTHKAM W HEHPOTCH3WHY OH TPOSBIIICT
THIIOTEPMHUIECKOE JCHCTBHE, a TAKXKE MOTCHIUPYET -
¢dext GapOutyparos. [Ipu 3ToM maxke B 103aX, IPEBOCXO-
X Heriponentrueckue B 250 — 500 pa3, oH He mposB-
JISIeT KaTalleNTOTeHHOTO M cenaruBHOro 3(dekroB, 4To
MIO3BOJISIET MPOTHO3UPOBATH OTCYTCTBHE DKCTPAITUPAMHUI-
HOM cumnTomaruku. Vcxons W3 mpeAcTaBIeHUN O BaK-
HEWIIe poiyu KOTHUTHBHOM MATOJIOTMH B KIMHUYECKON
KapTHHE MU30(PEHUN, N3yYCHHE €r0 BIUSHUS Ha MHEC-
THUYECKUE (DYHKIIUHU MPEACTABIIICT CIICIMAIBHBII HHTEpEC.
Llenpro maHHOHW pabOTHI SBUIOCH M3YUYECHUE BIMSHUS -
JIeTITa Ha BEIPAOOTKY M BOCTIPOHM3BENICHHE YCIOBHOTO ped-
nekca naccuBHoro uzberanus (YPIIN) u Helipomenuarop-
HBIW aHamu3 31oro 3 dekra.

METOAbl NCCJIEOOBAHUA

DKCHEPUMEHTHI MPOBOAWIN Ha caMIax OecIOpOAHBIX OeNbIX
kpbic Maccoi 180 — 220 . JKMBOTHBIX conepiKaid B CTaHIAPTHBIX
YCIIOBHSIX BUBApUsl IIPU €CTECTBEHHOM OCBEIIEHHH W CBOOOIHOM
JOCTYTIE K Tuiie u Bojie. Jlusent npumensiiu B jo3e 0,8 Mr/Kr, mpo-
SBUBIICH B MPEABIAYIINX HCCIEAOBAHUAX MAKCUMAJbHYIO 3(dek-
THUBHOCTH MO TECTaM [T BHISIBICHHS aHTUTICUXOTHYECKOI aKTHBHO-
cru [4, 5]. Jlunent BBoaMIM BHY TPHOPIOMIMHHO (B/0) B BUJIE CBEXKe-
IIPUTOTOBJICHHOH cycrnen3uu ¢ TBuH §0.

Bmmsane munenta Ha obywaemocts B Tecte YPIIM m3yuamu c
ucnonp3oBanueM npudopa Laffaete Instr. (CILA). Kpricy caxkanu
Ha SIPKO OCBEIIeHHYIO IiaTdopmy (250 x 70 MM) XBOCTOM K OTBEp-
cturo (60 x 60 MM),  BexymiemMy B TEMHYK  Kamepy
(400 x 400 x 400 MM) C 2JIEKTPOIAHBIM TOJOM. BcrencTBue HOpKO-
Boro peduiekca 1mocie HaxOXKICHHs BXOJa B TEMHBIH OTCEK Kpbica
Nepexoiuiia B Hero. Perncrpupopanu JaTeHTHBIH NEPHOJ] IEPBOTO
3axo7ia B 3aTEMHEHHOE OT/ICJICHUE I CyMMapHOE BPeMsI IPeObIBAHMS
B HEM B TEUECHUE 3 MUH, 10 UCTEUCHUU KOTOPBIX OTBEPCTHUE 3aKPbI-
BaJIM U IOJIaBAJIM Ha I10J1 KaMepbl AJIeKTpudecKuil Tok. B 3aBucumo-
CTH OT 33/1a9M YKCHEPUMEHTA HCIIONB30BAN JIBa TUIMA 00yYaIOIMINX
CTUMYJIOB: JJISl MOJICJIMPOBAHMSI COCTOSIHUS “HEI0yUYE€HHOCTH TpHU-
MEHSUIH pexuM Oonee ciaboil crumymsimuu (2 — 3 ynapa TOKOM ¢
uHTEpBaIOM 2 ¢, cuioit 0,45 MA, IIHTETBHOCTBIO | ¢ KaXKablii); B
9KCHEPUMEHTAaX C aMHECTHYCCKHMH BO3ACHCTBHSAMU HAHOCHIN
5 — 6 mnocienoBaTeIbHbIX HMMITYJIBCOB. AMHE3HI0 MOAEIUPOBAIL
1100 HAHECEHHEM KpBICE HEMOCPEACTBEHHO I0Cie OO0y4YeHHs
TpaHCKopHeanbHOro »jekrpomoka (1), 70 Bomsr, 300 mc, a160
MIPe/IBAPUTEIHEHBIM BBEICHUEM OJJHOTO U3 CIISIYIOIINX aMHEeCTHUe-
CKHX arcHTOB: HEKOHKypeHTHoro Omokaropa NMDA-penentopos
keramuna (30 Mr/kr, BHYTpUOpIOIMHHO 32 10 MUH 110 00y4eHus),
610KaTOpa LIEHTPAILHBIX XOIHHOPEIIENTOPOB MyCKapHHOBOTO THIIA
crononamuna (0,5 Mr/kr, o KoKy 3a 30 Mu 10 00ydenust), 610-

P. Y. OcTpoBckas n ap.

Karopa XOJHMHOPELENTOPOB HHKOTHHOBOTO THIIAa MEKaMHJIaMHHA
(2 Mr/xr, BHYTpUOpIOIMHHO 32 20 MUH 10 00y4eHHs), MO0 GEH30-
nuasenuHoBoro aronucta TAMK, pereniropos quasenama (5 mr/xr,
nox koxy 3a 30 MuH 10 oOyuenus). [Ipu TecTHpoBaHUM COXpPaHHO-
ctu YPIIU, npoBoaumom depes 24 4, perucTprupoBalv JaTCHTHOCTb
1-ro 3axoza B TEMHOE OT/EJEHHE W JUINTEILHOCTh NPEObIBAaHUS B
HEM.

J171st OLICHKY BIMSTHUS WIIETITA Ha NCXOHO CHIDKEHHYIO 00ydJae-
MOCTB KPBIC Pa3/IeNsuIN CITy4aifHBIM 00pa3oM Ha 2 TPyIIIbL: KOHTPO-
JIbHYI0, B KOTOPOM KpbIcaM 3a 15 MHH 10 0OyueHHs BHYTPHOPIO-
mmHHO BBoAMHu 0,9 % pactBop NaCl, i ONBITHYIO, ’KHBOTHBIM KO-
TOpOI NpeBapuTenbHo BBOAMIM awient B fosze 0,8 mr/kr s
aHanM3a AaHTHAMHECTHYECKOH aKTHBHOCTH JUWJIENTa >KHBOTHBIC
ObUIM pa3feseHbl Ha 3 rPyMNIibl: MACCUBHOTO KOHTPOJSL, B KOTOPOM
Kpbicam nepen oOyuenuem BBoaunu 0,9 % pactBop NaCl, aktuBHO-
TO KOHTPOJISL, JXUBOTHBIM KOTOPOit 10 00y4enus Beoaumu 0,9 % pac-
tBOp NaCl ¢ mocenyomuM HaHECEHUEeM TpaHCKopHeanbHoro D111
WIH OAMH W3 TIEPEYHCIICHHBIX BbINIE AMHECTHYECKUX areHTOB,
OIIBITHYIO TPYTIY, COCTOAIIYIO U3 JKUBOTHBIX, TOJBEPTaBIINXCS OfI-
HOMY M3 aMHECTHYECKUX BO3ACHCTBHI B COYCTAHHMHU C JWIICTITOM,
BBOJIMBIIMMCS 32 15 MUH (32 25 MUH B cllyyae aMHE3UH, BbI3bIBac-
Mol KeTaMHHOM) 110 oOydeHus. Ilpu craructuueckoit oOpaboTKe
JTAHHBIX JOCTOBEPHOCTH PA3IMYMII MEX/Iy IpyHIIaMH IO TTOKa3are-
JIF0 JIATEHTHOTO IIepUOJia 3aX0/la B TEMHBII OTCEK IIPU TECTUPOBa-
HHU OIPENeNsTM C TOMOIIBIO HemapameTpuieckoro kputepust U
Manna — YutHu.

PE3YINbTATbI U UX OBCYXOEHUE

[Ipu pexxume c1aboro MOAKPEIUIAIONIET0 CTUMYIIA Jia-
TEHTHOE BpeMs 3ax0/la B TEMHBIN OTCcek uepe3 24 u nocie
o0Oy4eHHss B KOHTPOJILHOW  TpyIIle  COCTAaBIISIIO
92,6 + 14,5 c. B rpynne Kpbic, KOTOPbIM BBOJIWIN JUJIEHT
B no3e 0,8 MI/KI, 3TOT MOKa3aTelb YBEJIMYUBAJICS 0
138,4+ 17,7 ¢ (p <0,05), 94TO CBUICTEILCTBYET 00 yiIyd-
nieHnu Beipabotku YPIIU B ycioBUsSX €ro UCXOIHOTO Je-
¢unmTa. /lunent mposBUII TaKKe OTYCTIMBEIA aHTHAMHE-
CTHUYECKUH 3PPEKT Ha MOJICITU TOCTKOHBYIbCHOHHOM aM-
He3nn. Tak, eciaw B KOHTPOJBHOW (MHTAKTHOM) TpymIie
JIATEHTHBIA TTEPUOJ 3aX0/1a B TEMHBIA OTCEK TIPU TECTUPO-
BaHum coctaBmi 115,6 £ 13,4 ¢, To B rpymnme >KUBOTHBIX,
noaseprmmxcst Olll, ero BeauumHa coOCTaBWJIa JIMILb
6,5 £ 1,5 c. B rpynme onbITHRIX KHBOTHBIX, KOTOPBIM TIE-
pen OIII BBonmIM AMIIENT, JaTEHTHBIA MEPUO]] 3aX0/1a CO-
craBua 57,3 £ 13,4 ¢, T.e. OBUT IOCTOBEPHO BBIIIIE TAKOBO-
ro B IpyIIie aKkTUBHOTO KOHTPOJIS, YTO YKa3bIBaeT Ha Ha-
JUYMe Yy JWIENTa BbIPaKEHHOTO aHTHMaMHECTHYECKOIO
apdekTa.

Ha cienytomem srame ucciaeoBaHUs M3ydald Mexa-
HU3MbI BBISIBIIEHHOTO IO3UTHUBHOIO BIMSHUS JUJIENTa Ha
MoKasaresii 00ydaeMocTH. MI3BECTHO, YTO OCHOBHBIM (hak-
TOPOM, OIPENEIISIOUIMMUA YPOBEHb INIACTUYHOCTH MO3ra,
SBJISIETCS COOTHOLIEHUE aKTUBHOCTH JIBYX OCHOBHBIX BO3-
Oy’KIalolUX MeIUaTOPHbIX CHCTEM — DIyTaMarepruye-
CKOM U XOJIIMHEPTUYECKOU, C ONHOW CTOPOHBI, © TOPMO3-
Hot, FTAMK-eprudeckoii cucremsl, ¢ npyroil. B cBsi3u ¢
9THM (P PEKT TUIETITA UCCIESTOBAIN B YCIIOBHSIX aMHE3HUH,
BBI3BAaHHOU BO3ACHCTBUEM HA KAXKIYIO U3 3TUX CUCTEM.

BBenenue ketaMHHa COIPOBOXKIAIOCH PA3BUTHEM aM-
HE3UH, YTO MPOSABIIIIOCH BEIPAKEHHBIM CHUKEHUEM BEJIH-
YHUHBI JIATEHTHOTO MepUo/ia 3aX0Aa B TEMHBIH OTCEK ycTa-
HOBKHM. COBMECTHOE NPHMEHEHHE JWJIeNTa W KeTaMHHa
MIPUBOJWIO K JIOCTOBEPHOMY YBEJIMYEHHIO TOTO IOKa3a-
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Puc. 1. Brusanue aunenra Ha HapyIIeHHs 00y9IeHHs B TECTE BBIpa-
0OTKH yCIIOBHOTO pediekca MTacCCHBHOTO N30eraHusl, BbI3BaHHBIE Ke-
TaMHHOM.

1 — xourpous (0,9 % NaCl); 2 — keramus 30 MI/Kr, BHy TPUOPIOIINHHO; 3
— munent, 0,8 Mr/Kr, BHy TPUOPIOMIKMHHO + KeTaMuH 30 Mr/Kr, BHYTpUOpIO-
IIMHHO. 37eCh ¥ Ha PHC. 2 Pa3IHdus 10CTOBepHE! (p < 0,05) mpu cpaBHEHUH:
* — ¢ KOHTPOJILHOM TPYIITION; # — C IPYIIION aKTHBHOTO KOHTPOJIS, TOBEP-
rmreiics BoselicTBuio keramuna (U-TecT Bunkokcona — Manua — YHuTHn).
ITo ocu opaMHAT — JIUTEIBLHOCTD JIATGHTHOTO NIEPHOJA, C.

tenst (puc. 1). AHTHAMHECTHYECKHUH AP PEeKT muienTa Obi
MIPOJIEMOHCTPUPOBAH TAKKe TPH 00enx GopMax XoJIuHep-
THYEeCKoro AeuImTa: B TPyNIe MHTAKTHBIX YXMBOTHBIX
JIATEHTHBIH MTEPUOJT 3aX0/1a B TEMHBII OTCEK IPHU TECTHPO-
BaHMU cOCTaBIsT 69,6 £ 9.3 ¢, y KUBOTHBIX, KOTOPBIM
TIpeIBapUTEIHHO BBOAMIH CKOIIOJIAMHUH, OH OBLT YKOPOUYCH
10 22,4+ 6,8 ¢, a Ipyu COBMECTHOM BBEACHHUU JWJICTITA U
CKOTIOJIAMHMHA €r0 BEIMYWHA YBEITHMYHIOCh 110 46 + 8.5 ¢
(p <0,05). qunent oka3plBall 4eTKOE aHTHAMHECTHYECKOE
NEWCTBHE TaK)KEe U B YCIOBHUSIX aMHE3WH, BEI3BAHHON Me-
kamusiamMuHoM (puc. 2) [Ipu sToM oH He ocnabisut BbIpa-
KEHHOCTh aMHECTHYIECKOTO d(deKTa aua3enama: B KOHT-
POJIEHOHM TpYIIE JTaTeHTHOCTh 3aX0la B OMACHBIA OTCEK
MpU TECTUPOBaHWMU cocTapisuia 159,25+ 172¢, B 1O
BpeMsl, KaK Jauasenam ykopauuBai ee 1o 28,36 = 7,2 c.
Jlunent, BBEJCHHBIN ITOCIIE AUa3ernama, He H3MEHsII 3TOTO
nokazaress (29,37 £ 6,9 ¢). Otot dakr coracyercs ¢ Bbl-
SIBICHHBIM PaHee OTCYTCTBHEM Y JMJICNTa CIIOCOOHOCTH
BIIMATH HA BBIPAKCHHOCTH CYTOPOKHOTO d(dekra Ormoka-
topa FTAMK ,-perientopoB OUKyKy/InHa [5].

B 1enoM monydeHHBIE JaHHBIC CBHJCTCIBCTBYIOT O
TOM, YTO Hapsly C aHTHIICHXOTUYECKOW aKTHBHOCTHIO,
BBISIBIICHHON y JWJIENITAa paHee, OH 00JajaeT CrocOOHO-
CThIO O0ONerdyarh oOydaemocth B Tecte YPIIM u mposs-
JIATh aHTHAMHECTHUYecKoe neicTBue. Hamwume y Heipo-
JIETITAKA TIOJIOKUTEITLHOTO MHEMOTpPOITHOTO 3¢ddekra Mo-
KET paccMaTpHUBaThCsl KaK HEOOBIYHAs COBOKYIHOCTD
CBOMCTB. TUITMYHBIC HEUPOJICTITHKH OOBIYHO OTPHIIATEIb-
HO BJIMSIOT Ha MHecTHYeckue GyHKInu. CriocOOHOCTh Ha-
pymaTs 00y4aeMoCTh PacCMaTPUBACTCS JaXe KaK OIHH M3
CKPUHHUHTOBBIX TECTOB JJISI OIICHKH aHTHIICHXOTHIECKOTO
neiictBus. O TIOJOXKHUTEIFHOM BIHSIHUM Ha HEKOTOPBIC
KOTHUTHBHBIC (DYHKIUH COOOINAIOT (hapMarieBTHUCCKIE
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Puc. 2. Bnusnne quienta Ha HapyInIeHHs oOydeHHUs B TECTE yCIIOB-
HOro pedJiekca MacCHBHOTO M30eraHusl, BHI3BAHHBIE MEKaMHIaAMH-
HOM.

1 — xontpous (0,9 % NaCl); 2 — MekaMunaMuH 2 Mr/KT, BHY TPHOPIOIIHH-
HO; 3 — MeKaMHJIaMUH 2 MT/KT, BHYTpUOpromuHHO + quent 0,8 Mr/Kr,
BHYTpuOprommHHO. OcTanbHble 0003HAUYCHHUS TE XKe, YTO Ha puc. 1.

KOMITaHHUH, Pa3padoTaBIINe OJAaH3aIHH, XOTS PsIl UCCIe-
JloBaTeel He MOATBEPKAAET MOJIOKUTEIHHOIO BIIUSHUS
3TOTO Mpernapara Ha BHUMaHue 1 namstsb [13].

M3BecTHO, 4TO MEXaHU3M HapyLIeHUs KOIHUTHUBHBIX
(byHKIMH TpyU MU30()PEHUN SBISETCS MHOTOKOMITOHEHT-
HbIM. MccnenoBanust MOCHEIHUX JIET CBUIETEIbCTBYIOT O
POJIN TUITO(YHKINY [IyTaMaTepruIeckOil CHCTEMBI B I1a-
toreresze mm3oppernu. biokatop NMDA HOHHBIX KaHa-
JIOB KE€TAaMHH BBI3BIBACT U3MEHEHUS MOBEIEHUS, B KOTO-
PBIX MOKHO HAMTH aHAJOTHIO C CUMIITOMaMH IIU30Qpe-
HUM, B 4YaCTHOCTH, BBIPDAKCHHbIE HM3MEHEHHUS B
BOCHIpUSITUH, HapymieHue namsta [11]. 3HaunTenbHbIHl
BKJIaJI B pa3BUTHE MHU30(DPEHUN BHOCHUT TaKkKe NE(PUIUT
XOJIMHEPIMYEeCKOl HeHpOTpaHCMUCCHM, B IEPBYIO Oue-
penb, HUKOTHHEprudeckoi nepexadn [9]. I[lomydyennsie B
HACTOSIICH paboTe MaHHBIC CBUJCTEIBCTBYIOT O TOM, YTO
JUIIENT HE TOJIBKO HEe OJIOKUPYET XOJIMHEPrHYecKylo nepe-
Jlady, a, HaIpoTuB, obijerdaer ee. B aTom cocrouT ero
MPUHIUITHATIPHOE OTIMYHE OT HM3BECTHBIX HEWPOJICTITH-
KOB, OKa3bIBAIOIINX Pa3HOM CTENEHM BBIPAKEHHOCTH XO-
JTHHOOJIIOKAPYIOIMHA (P(PEKT, KOTOPBIA SIBISCTCS OCHOB-
HOW MPUYMHOHN MX OTPHULATEIbHOIO BIUSHMS Ha NaMSITh.
BaxxHO TIOAYEPKHYTH, YTO JUIIEHT, OCIA0IsIsI aMHECTHYE-
CKoe JieficTBHe OJIOKAaTOPOB TIIyTaMaTepru4eckol M XOJH-
HEPruyYecKol Iepesayu, He yCTpaHsAJI aMHE3MIO, BbI3BaH-
nyto TAMK-mumeTnkom muazenamoM. JTO yKa3bIBaeT Ha
cnenu(UIecKyto CBsI3b aHTHAMHECTHYECKOTO JIeHCTBUS
JUIIENTa ¢ YCHUJICHHEM aKTUBHOCTH IIIyTaMaT- U XOJUHep-
TMYECKOM CHCTEM, HO HE C HM3MEHEHHUEM COCTOSHHS
I'AMK-epruueckoii nepegauu. MIMeHHO 3TH 1B€ CUCTEMBI,
MIPEUMYIIIECTBEHHO Ha yYpOBHE KOPTHUKAJBbHBIX W THIIIO-
KaMIaJIbHBIX CTPYKTYp, UTPAIOT BaKHYIO POJIb B peaiu3a-
I OCHOBHBIX KOTHUTHBHBIX (DyHKIHIA. bomee Toro, nme-
I0TCS IAaHHBIE O CHOCOOHOCTH AICTUIIXOJMHA yCHUINBAaTh
aktuBHOocTh NMDA-penentopos. IIpu 3tom ycraHoBie-
HO, YTO PELENTOPbl MyCKapUHOBOIO MOATUIIA PEAIU3YIOT



cBOii 3(pekr uepe3 aKTHBALMIO TUPO3UHKMHA3ZHOTO Kac-
KaJia, Torjga KaKk HUKOTHHOBBIE PELENTOPbl YBEIMYUBAIOT
BBICBOOOXKJICHHE IIIyTaMara Ha MPeCUHAIITHYeCKOM YPOB-
He [12].

NmeroTcst [oka3aTenbCTBa KOPPESILUU BIPAXKEHHOCTH
CUMIITOMOB MIN30()peHnH, 0COOEHHO KOTHUTHUBHOIO Jie-
¢unura, co cTerneHplo runo(yHKIUN HEHPOTEH3UHEPTH-
yeckord cucrtembl [7]. HMccnemoBaHusi, BBITIOJHEHHBIC
E. Richelson (Mayo Foundation, CIIIA) moxa3anu, 4to
JwiienT obnagaer crocoOHOCTBIO CBS3BIBATHCS C HEUpPO-
TEH3WHOBbIMH pernienitopamu [2]. He wuckioueHo, 4To
CBOICTBA IMJIETITA KaK CHCTEMHO-aKTUBHOTO HEHpOTEH3H-
HO-MUMETHKA TAaKXKe BHOCAT OIpeesIeHHbIN BKJIal B pea-
JIU3ALHIO €10 MOJI0KUTEFHOIO MHEMOTPOIHOTO A deKTa.

Hamuume y nunenTta yka3aHHOHW COBOKYITHOCTH
CBOMCTB B COYETAHUHU C NPUBEACHHBIMU IPEACTABICHUS-
MU O MaTOTreHe3e KOTHUTUBHOTO Je(ULINTa NP Mu30Qpe-
HUU MO3BOJISIET TOJIarath, YTO Mpenapar nposiBUT dhdex-
TUBHOCTh B OTHOUICHWH HETaTUBHOM CHMIITOMATHUKH, B
MIEPBYIO OYepeb MHECTUYECKOro Jeduuurta y OOJbHBIX
mu3oppenneii. CoueraHue aHTUIICUXOTHYECKUX CBOMCTB
C TOJIOKUTEIBHBIM BIUSHUEM Ha KOTHUTUBHBIE (QPYHKIIHH
MO3BOJISIET MPOTHO3MPOBATh Takke S(P(PEKTUBHOCTH -
JienTa B OTHOUICHWH IICUXOTUYECKHX PACCTPOUCTB IMPHU
Oosie3nu Anbrreiimepa. 31oT 3G PEeKT npeacTaBiIsieT 0co-
ObIil UHTEpEC B CBA3U C TEM, YTO U3BECTHBIE HEUPOJICTITH-
KU B CHJIy CBOHUX XOJMHOHETeTHBHBIX CBOMCTB, Oymayuu
MIPUMEHEHBI JJISl KyMUPOBaHUs MCUXOTUYECKUX MpPOsIBIIE-
Hull npu Oone3Hu AlnbLreiimepa, BbI3BIBAIOT JOMOIHHUTE-
JIbHOE HapYLIEHHWE KOTHUTUBHBIX (yHKIui [15].

BbIBO[bl

1. HoBbIff TpUMENTOUIHBIN aHAJIOT 3HJOTEHHOTO HEMN-
ponenTrka HeHPOTEH3MHA AWICHT CIIOCOOCTBYET yiIyudIlie-
HHUIO BBIPAOOTKH YCIOBHOTO peduiekca MacCUBHOTO H30e-
TaHUs B YCJIOBHSX €ro UCXOIHOTO ae(uIuTa, a TakKe
CHUAET BBIPAKEHHOCTh aMHECTUYECKOT'0 JIEUCTBUS AJIEK-
TPOLIOKA.

2. Jlunent npenoTBpalllaeT aMHECTHUYECKOE JEHCTBHE
6nokatropa NMDA-petienTopoB KeTaMrHa, HO HE BIUSET
Ha HapymieHust oOyueHwus, Bb3BaHHbIe [AMK ,-Mumern-
KOM JMa3ernaMoM. DTO CBUJIETEIbCTBYET O BOBJICUEHUM B
MEXaHW3M JICHCTBHS JWJIENTa aKTUBAIlMM IIyTamar-, HO
He TAMK-epruueckoii cucTeMsl.

P. Y. OcTpoBckas n ap.

3. CnocoOHOCTh auilenTa BOCCTAHABIUBATH Hapylle-
HUSI KOTHUTHBHBIX (DYHKIIMH, BBI3BIBACMBIC [ICHTPAJIbHBI-
MH M- ¥ H-XOJIMHOOJIOKaTOpaMH, MPEAIOIaraeT Haluiue y
HETO XOJIMHOIIO3UTUBHBIX CBOICTB.

4. COoBOKYNHOCTb YKa3aHHBIX CBOMCTB AMJIEINITA [TO3BO-
JISIeT MPOTHO3MPOBATh €ro 3(h(PeKTUBHOCTD AN JICUSHHS
HETaTUBHBIX CHMIITOMOB MIM30(PCHUU M TMCHXOTHYECCKUX
paccTpoiCTB rpu 6ose3Hu AnbLrerimepa.

Pabora BeIMoNHEHa TIpu Tojiepkke TrpaHTa PODU
03-04-49049.
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DILEPT: A TRIPEPTOID NEUROTENSIN ANALOG COMBINING NEUROLEPTIC

ACTIVITY WITH POSITIVE MNEMOTROPIC ACTION

R. U. Ostrovskaya, M. V. Retyunskaya, L. S. Guzevatykh, T. A. Gudasheva, T. A. Voronina, and S. B. Seredenin

Laboratory of Psychopharmacology, Zakusov Institute of Pharmacology, Russian Academy of Medical Sciences,

Baltiiskaya ul. 8, Moscow, 125315 Russia

The effect of N-caproyl-L-prolyl-L-tyrosine methyl ester (GZR-123, Dilept), a new antipsychotic drug with a dipeptide structure, on cognitive functions
was studied using the passive avoidance conditioned reflex (PACR) test. It was found that the drug improved both the acquisition and retrieval of PACR under
the conditions of undertraining and prevented the amnesic effect of transcorneal electroshock. The neurotransmitter analysis of these effects using the corres-
ponding blockers showed the ability of dilept to facilitate the central glutamatergic (NMDA type) and cholinergic (of both muscarine and nicotine types) neu-
rotransmission. No evidence of the involvement of the GABAergic system was observed. The experimental data on the combination of antipsychotic effect
with memory improving activity suggests that dilept may be effective in cases of negative symptoms of schizophrenia and psychotic manifestations in Alzhei-

mer disease.





