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CPABHUTEINbHASAA OLIEHKA AHTUAMHECTUYECKUX CBOWUCTB
“BbICTPbIX” BJIOKATOPOB NMDA-PELENTOPOB U NMNOJIMAMUHOB

B. E. 'mupo’, A. B. XXypasckuinZ, U. B. Komuccapos?2, B. H. TuxoHos?

B skcniepumenTtax Ha Kpbicax mokaszaHo, yto MOM-1460, UOM-1490 u UOM-1755 —
Ouc-aMMOHHUITHBIC a/IaMaHTHII-COJICPIKAIINE COCTUHEHUSI, 00JalaroIIue OBICTPON KHHETH-
Kol Onokabl kKaHaaoB NMDA-penenTopoB, u MojMaMyHbl (CIIEPMUH, apKanH) HE Hapyla-
0T l'IpI/IO6pCTCHI/I$[ HaBbIKa ITACCUBHOI'O I/I366FaHI/IH. BrI3biBaeMble CKOITOJIAMHUHOM HJIH DJICK-
TPOLIOKOM HAapyIIEHUS IaMSATU OHHM YCTPAHSIOT C pa3sHOH cTeneHblo 3()(EeKTUBHOCTU:
NDOM-1755 ycTpaHseT aMHE3UI0, BbI3BAHHYIO 3JIEKTPOIIOKOM, HO YCUIMBAET CKOIOJIAMUHO-
BYI0. ApKauH JIeHCTBYeT KPaTKOBPEMEHHO U B Y3KOM JIMAIa30He /103, OH YCTPaHSIEeT aHTHAM-
Hectndyeckuil 3pdext MOM-1460. TIpenmonaraercs, 4To B OCHOBE aHTHAMHECTHYECKOTO
JIEUCTBUS O0EMX TPYMIl BEIIECTB JIEKUT CIOCOOHOCTh 3aMENJIATh AECEHCHUTU3ALUIO

NMDA -peuentopos.

KiwueBble cioBa: nmamsth, aMHE3Hs, CIIEPMUH, “ObIcTpbie” O1okaropbl kaHanoB NMDA-

peLenTopos

BBEOEHUE

bnokaropsl oTkphITEIX KaHainoB NMDA-penentopos
(NMDA-Rs) npuBiekaloT BHUMaHHE Kak CPelCTBa, d(¢-
(EKTUBHO NIPOTHUBOJICHCTBYIOIINE HEHPOIETeHEPATUBHBIM
M 9KCaWTOTOKCHMYECKUM MOBpexAeHUsIM Mo3ra [13]. Bei-
cokoauHHBIE OIOKATOPHI YKa3aHHBIX KaHAIOB (DEHITHK-
JJMAUH U JU30LWIITNH 06J'[alIaIOT, OJTHaKO, HAapKOT'CHHBIM
MMOTEHUAJIOM, UMCIOT MaJIyIO IMUPOTY TEPANECBTUICCKOIO
}IeﬁCTBHH 1 YK€ B MaJIbIX J03aX HapymaroT IMO3HAaBaTCJIb-
HYIO U MBICJIUTEJIbHYIO IesTeNIbHOCTD [4, 14]. HerarusHoe
BJIMSITHUC HaA o6yquI/Ie " MaMsTh HE BBIABIIACTCA Y HU3KO-
apPUHHHBIX OJIOKAaTOPOB AEKCTpoOMETOpdaHa M MEMaHTH-
Ha [10, 11], obnmamaronmmx OBICTPON KHHETHKOH O0OKa-
Ib1/nebnokaapl noHHBIX KaHaioB NMDA-Rs. Csoiictsa
“OpICTpBIX” OnokaropoB NMDA-akTHBUpYEeMBIX pelier-
TOPHO-KAaHAJBHBIX aHCAaMOJeH MPHCYITH HEKOTOPBIM aJia-
MaHTHJI-COACPKAIIAM OHC-aMMOHHEBBIM  COCITUHEHHSIM
[6], cuHTe3MpOBaHHBIM B OTHCNe HEWPO(hapMaKOIOTHH
WNuctuTyTta skcriepumentansaoi meaummasl PAMH. He-
KoTOpbIe 13 3THX coenunenuit (MOM-1754, -1755, -1752)
OKa3bIBAIOT IIPOTUBOCYAOPOKHOE, TPOTHBOUILIEMHYECKOE,
IIPOTUBOTUIIOKCUYECKOE JIeHiCTBHE, CHMXKAIOT BbI3bIBae-
myto NMDA neranpHOCTH TpBI3yHOB[1]. BMecTe ¢ Tem
NDOM-1754 u UDM-1460 ycunuBaioT aHaIIbIe3uIo U CyI0-
poru, BeizbiBaeMbie NMDA. O6a 3¢ddekra 3THX BeliecTs,
a TaloKe CIepMHMHA YCTPAHSAIOTCS apKauHOM (IUTyaHUIO0-
OyTtanom) [2].

YcTaHOBIIEHO, UTO “OBICTpBIC” OIOKaTOphI cepun MOM
(1460, 1754 u np.) TUCCOUMUPYIOT OT CyOCTpaTa KaHaJlOB
NMDA-Rs OvicTpee, 4yeM KaHaj ycIlieBaeT 3aKphIThes [6].
B pesynbrare mOBTOPSIOIIUXCS MEPEX0I0B aKTUBUPOBAH-

' Otnen Heiipodpapmakonoruu (3aB. — npod. A. C. Canponos) Mucruryra
sKkcriepuMeHTanbHol Mequimuel PAMH, Cankr-IlerepOypr, 197022, Ka-
MEHHOOCTPOBCKHUH 1poctt., 69/71.

2 Kadenpa dapmaxonorun (3aB. — npod. 1. B. Komuccapor) J{oneukoro
roCy/IapCTBEHHOI0 MEJHLMHCKOro yHuBepcurera, Joneuk, 83003, npoc.
Wnbuua, 16.

© 2002 KomnekTuB aBTOpOB
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Horo N-metwi-D-acmapratom kaHana B OJIOKHPOBaHHYIO
dopmy u obparno (AR <> A"R*B; 31ech A — aroHuct, n
— 9ucio ero MoJiekyl, R* — NMDA-penentop ¢ oTKpbI-
TBIM KaHAIOM, B — “OBICTpHIIT” OJI0KaTOp), CPEIHSSI TPO-
JOJDKUTENTBHOCTD MAYeK MMITYIIBCOB (Ty,. ), @ CIEHAOBATE-
JBHO M YHCIJIO NIEPEHECEHHBIX KaHAJIOM 3apsJoB, BO3pac-
TaeT. JTO MO3BOJISIET PACCMATPUBATh HA3BAHHBIC JIUTAH IBI
kananpHOTO loMeHa NMDA-Rs ckopee B kauecTBe oTeH-
UaTopoB, yeM OnokaropoB NMDA-perientopHO-KaHATb-
HbIX aHcamOnell. Kak cpencTBa, moBbimaromuye QyHKIHo
NMDA-Rs, coenunaenus cepur DM moryT o6ianars mo-
3UTHBHBIM BIMSTHAEM Ha 0Oy4YEHHE U MaMsITh.

Llenp HACTOSIIIIETO HMCCIICTOBAHMS COCTOSIA B OIICHKE
BIMSHUS aJaMaHTIIBHBIX (Ad) MPOM3BOAHBIX THAMUHOB
— coemunennii UOM-1490°, UDM-1460%, UDM-1755° u
CTPYKTYPHO CXOZIHBIX C HUIMH ITOJIMAMUHOB (CIIEPMUH, ap-
KanH) Ha MPUOOPETCHNE HABBIKA TACCHBHOTO N30eTaHUs U
AQHTHAMHECTUYECKNX CBOMCTB 3THX BEIIECTB B MOIEISIX
CKOTIOJTAMWHOBOM ¥ JICKTPOIIOKOBOI aMHE3HH.

METOAbl UCCNEQOBAHUMA

OMEBITEl BBHITIONHEHBI HAa OSCIIOPOAHBIX OCNBIX KpBICax
oboero mona maccoi 180 — 240 r (muromuuk MHCTHTYTA
(dapmakoiornn  AMH  VYkpausbl). YCIOBHYHO peakIUio
naccuBHOTO M30erHus (YPIIN) BbpabaTeiBaiy B JIByXKa-
MEPHOM YCTaHOBKE C TEMHBIM M CBETJIBIM OTcekamu [3].
Kprice BBOImIN pacTBOpUTEND (M30TOHUYECKUI pacTBOP
NaCl) mmm pacTBOp HCCIIEAyeMOrO BEIIECTBA U Uepes3
30 MMH IIOMELaJIM B CBETJIBIA OTCEK, PETUCTPUPYS B T€UE-
HUE 3 MUH YHUCIIO 3aX0/I0B B TEMHYIO KaMepy U JIaTEHIIHUIO
nepsoro 3axoa. Ilo ucreuenun 3 MuH )KUBOTHOE, HAXOIs-
meecsi B TEMHOM OTCEKE, TTOBEPTaIN IIEKTPOOOICBOMY
BozaeiictBuio (50 I'm, 70 B) uepe3 amekTpomHblii MO U
TOTYAC W3BJIEKANU U3 KaMepsl. [IproOpeTeHne HaBBIKa H3-

3 [AdCH,N Ho—(CH,)¢-N"H,CHoAd] - 2Br
* [Me;N"~(CH,)s-N"H,CH,Ad] - 2Br-
* [H,N'~(CH,)s N"H,Ad] - 2Br~
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Oeranus oreHuBanu depe3 60 MuH u 24 4 mocie Bo3jei-
CTBUS aBEPCUBHOI'O CTUMYJIA 110 YBEIMYEHUIO JIATEHTHOTO
nepuona (JIIT) mepBoro 3axona ¥ yMEHBIIICHUIO YHCIIA 3a-
XOJI0B B TEMHBII OTCEK. B Tex ke MeToAnuecKuX yciIoBU-
X M3y4Yald BIMSHUE BEIIECTB HA BBI3BIBAEMYIO CKOIIOJIA-
MHHOM aMHe3Wi0. B 3TOl cepuu OMBITOB KOHTPOJIBHOM
rpymnme Kpsic 3a 30 MUH O IOMEUIEHUs B CBETIIBII OTCEK
BBOJIMJIM PAcTBOP CKomosnamuHa Tuapodpomuaa (1 mMr/kr
BHYTPHUMBIILIEYHO), a IOCJIe HAaHECeHHUs1 00JIEBOrO CTUMYJIa
— pacTBOPUTEINb, BBEIECHUE KOTOPOIO KpblcaM OCHOBHBIX
TPYII 3aMEHSJIM BHYTPUMBIIICYHON WHBEKIMEH H3ydae-
MBIX BEIIECTB (3 MI/KT).

AHTHAMHECTHYECKHE CBOMCTBA BEIIECTB B MOJEIHN
2JIEKTPOIIOKOBOI aMHE3HMHU OLIEHUBAIN HA KPBICAX, Y KOTO-
pBIX B mpejuiecTByroue onbity 2 —3 nus (8 — 12 cean-
cOB) (OPMHPOBAIH CTOHKHUI YCIOBHBIH peQIeKc aKTHB-
Horo m3beranus (YPAW) mytem coueTaHus yCIOBHOTO
curHaia (3BOHOK, 15c¢) ¢ OoneBbIM pa3apakeHHEeM Jial
anexTpudeckum TokoM (50 ', 60 B, 10 ¢). B omnbiT oTOU-
payi KpbIC ¢ JareHTHbIM IiepuogoM YPAU menee 5 c.
DJEeKTPOKOHBYJIbCUBHBIA HIOK BbI3BIBAJIM BO3ACHCTBUEM
anekrpudeckoro toka (50 I'm, 50 MA; 0,5 ¢) uepe3 Hakia-
JIbIBaeMble Ha YIIU SIEKTPobl. VcciiemyeMble BelecTBa
BBOJIWJIM TOTYAC TOCie IIOKa. Bocmpou3BOAMMOCTD
YPAU onpenensim yepes 1 u 24 4. BeposiTHOCT HyITeBOIH
THITOTE3BI OI[CHUBAIH C UCTIONB30BaHNeM KpuTepust CThio-
JIEHTa WJIM TOYHOTo MeTojia duiepa.

PE3YJNbTATbI U UX OBCYXOEHUE

NDM-1460 B no3e 1 Mr/kr u ciepMuH (3 MI/KT) TIOBBI-
[IAI0T OPUCHTHPOBOYHYIO aKTHBHOCTH KPBIC. DTO IPOSIB-
JSIETCS CYIIECTBEHHO MCHBIIIMM BPEMEHEM IIEPBOTO 3aXO0-
Jla B TEMHBIA OTCEK W OOJIBIIMM YHCIIOM 3aXOJI0B B HETO

B. E. I'mupo u ap.

(1o o0y4eHus) Mo CPaBHEHHUIO C COOTBETCTBYIOIIUMH I10O-
BE/ICHYCCKHMHU TapaMeTpaMu KOHTPOJBHBIX KHUBOTHBIX
(tabmn. 1). OnHOKpaTHOE IEKTPOOOIEBOE BO3ICHCTBHIE HA
KpBIC, HAXOMSAIIMXCS B TEMHOM OTCEKE, COMPOBOKAAIOCH
Yy KOHTPOJIGHOM TPYIIIBI )KUBOTHBIX MPHOOpPETEHUEM Ha-
BbIKa M30eraHusi TeMHON Kamepbl (cM. Tabm. 1). Hu omHo
13 UCCIECAOBAHHBIX BEIIECTB HE BIISIIO HAa MPHOOpETECHIE
¥ COXPAaHHOCTH (B TeueHHe 24 9) MPHOOPETEHHOTO HAaBbI-
ka. OHaKO B TeX K€ METOAMYCCKHUX YCIOBHIX CKOIOJa-
MuH (2 Mr/Kr) mONMHOCTEIO Tofasisin YPIIU (em. Ta6n. 1).
OTcyTCTBHE BIMSHUS MCCIEAYEMbBIX BEIIECTB Ha o0ydae-
MOCTb HaBBIKY IMTACCUBHOTO M30ETaHUs HE SIBISETCS CIIE/-
CTBHEM WX HEJIOCTAaTOYHOTO BCACBIBAHUS HIIM HEIIPOXOXK-
JICHHS TeMaTO-3HIe(aInIecKoro dapbepa, MoCKOIbKY 00-
JMBITMHCTBO OTHX BEMIECTB JS(PQPEKTUBHBI B MOJEISX
SIIEKTPOCYIOPOXKHOM (Tabl. 2) H/Win CKOMOJIaAMHHOBOM
(puCyHOK) aMHE3HH.

Ha pucynke BuaHO, 9TO nMproOpeTacMBblii >KHBOTHBIMHU
KOHTPOJIBHOM TPYIIIBI HABBIK MACCHBHOTO M30CTaHus He
BOCTIPOM3BOIUTCS, €CIH 110 OOyYeHHs KPHICaM BBOAWIN
ckornonamud (1 mMr/kr). OHAKO BBI3BIBAEMAst CKOTTOJIAMH-
HOM aMHEe3Usl He Pa3BUBAETCS Y )KMUBOTHBIX, KOTOPBIM TOT-
yac 1mocne oOyueHus uHbenupoBaiu MOM-1490,
NOM-1460 unu cnepmun. UOM-1755, Hanpotus, yepes
1 4 mocne BBeeHHU YCHIMBAET aMHe3Upyromuil addexr
CKOTIOJIaMHHa (CM. PUCYHOK). CIIepMHH SIBISCTCS MO3H-
THBHO MOAYIMPYIOIIUM JIUTaHAOM (“arOHHCTOM’) TIOJIH-
aMHH-cBs3bIBaromux caitoB NMDA-Rs [15], aro moxer
OBITh OCHOBOM €r0 aHTUAMHECTHYECKOTO eiicTBus. M3Be-
CTHO, YTO CIIEPMHUH YCTpaHSET aMHE3UIO, BBI3BIBACMYIO
KOHKYpeHTHBIM Onokaropom NMDA-Rs (CPP, 9 mr/xr)
[9]. MUKpOMHBEMPOBAHHBIA B TOPCANbHBIA TUIIOKAMIT
kpbiC (10 MKr ¢ KaxJa0H CTOPOHBI), CHEPMUIMH TOXKE

Ta6nuua 1. Bausnue coenunenuii cepun UOM u nosmamunos Ha YPIIU y kpeic (M + m)

JlaTeHuus nepBOTO 3aX0/1a B TEMHBIH OTCEK, C

Yucio 3ax00B B TEMHBIH OTCEK

Bewecrso, n03a, KonuuecTBo Kpbic

nocie o0yueHus uepes

nocie o0yueHus yepes

Mr/xr B rpynne 710 00yueHUs 110 00yueHus
60 MuH 244 60 MuH 24 4
Korrposs (pac- 23 35459 132+ 16,9* 84 +17,5" 1,30+0,11 0,31 +0,1" 0,7 +0,14"
TBOPHTEIb)
N5M-1460, 0,3 8 23£25 151 £19,6 142 £24,5 1,12 +£0,12 0,37 £0,26 0,25+ 0,16
1 8 15 +4,4* 75 +30,6 58 £27,0 2,12 +£0,22*% 0,75 +£0,25 0,87 £0,22
3 8 40 £ 20,4 107 £27,2 79 £29,7 1,25+ 0,16 0,75 £ 0,25 0,87 £0,29
N5M-1490, 3 9 28 £4,0 166 = 14,0 161 £ 19,1 1,20£0,13 0,42 £ 0,17 0,60 £ 0,22
NOM-1755, 3 12 22+3,0 164 £ 13,2 173 £ 7,1 1,10 £ 0,12 0,40 + 0,14 0,47 £ 0,17
Cnepwmus, 0,3 8 39+7,1 143 £ 24,0 123 £ 28,0 1,20 £ 0,12 0,25 £ 0,16 0,37 £0,18
1 8 24+49 123 £ 27,5 120 £ 27,7 1,37 £ 0,37 0,50 £ 0,26 0,75 £ 0,31
3 8 15 £4,0% 144 £ 24,0 161 £ 19,0 2,02 £0,15% 0,63 £0,21 0,70 £ 0,18
10 10 39+9,0 138 £17,0 156 £16,0 1,30 £ 0,15 0,55 +0,16 0,48 £ 0,16
Apxkamun, 1 18 62+ 15,0 180+ 0 125 £ 18,0 1,20 £ 0,10 0,41 £0,17 0,44 £ 0,12
3 10 66 19,0 174 £6,0 168 £12,0 1,11 +£0,20 0,50 £ 0,21 0,39 £ 0,11
CxormonamuH, 2 8 21+£2,1 13,7 £ 3,6 31,2 £7,2% 1,1 £0,14 1,4 +£0,29% 1,4 +£0,20%

Hpumeqaﬂue. Paznuuust CTaTUCTHYECKN 3HAYUMBI: #

— JIaTEHIIUH IIEPBOIr'0 3aXo4a U YHucjia 3aX0/10B B TEMHBII 0TCEK J10 1 T10CJIE 06y‘IeHI/IH B KOHTpOJ’ILHOfI

rpymre kpsic (p < 0,05); * — B ombITe (BBEACHUE BELIECCTB) U B KOHTpOJIE (BBeacHHE pacTBopuTessi)( p < 0,05).
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yCTpaHseT HapylleHusi paboueil mamsaTH, BbI3bIBACMbIC
MUKpPOMHBbEKLIEH ckormonamuHa (3,2 MKT) B Ty ke 00-
JacTh Mo3ra [7]. @eHOMEHOIOTUYECKN BIHSIHUE CIIEPMHU-
Ha, UOM-1490 u DM-1460 Ha BBI3BIBAEMYIO CKOIIOJIA-
MHHOM aMHe3uro YPIIM BecbMa cXOAHO (CM. PHCYHOK).

B ycnoBusax ‘““kecTkoil” MOAETH 3JIEKTPOCYHOPOKHON
AMHE3MU aHTHAMHECTHYCCKUIN 3(PEKT OTUCTINBO MPOSIB-
JseTcs TpU  BBEACHUU cpa3y TIOCIe DIIEKTPOIIOKa
NDOM-1460 (1 — 10 mr/kr) u cnepmuna (1 —3 mr/kr). B
YKa3aHHBIX JI03aX O5TH BEILIECTBAa YBEIUYMBAIOT YHUCIIO
Kkpbic, Bocnpom3Bosmx YPAU yepe3 1 u 24 1 mocne
aNeKTpoImoka (Tadi. 2). AHTHAMHECTHUYSCKUH 3ddekrT
NOM-1490 u1 UDM-1755 BbIABIISETCS TOJIBKO IIPU peru-
crpauun YPAI gepe3 1 u nocie anekrpouioka. AHajo-
ruuHblid Qdexr apkanHa HaOIIOHAETCS JIMIIL PU yMe-
pennbix jo3ax (1 —3 mr/kr). [Ipu Gonee BHICOKHX JI03aX
(10 — 20 mr/xr) u B Gonee oTnaneHHble cpoku (24 4) au-
THAMHECTUYECKUH 3(PQeKT apkamHa OTCYTCTBYET (CM.
Tabm. 2). [IocKoIbKY B BRICOKHX J103aX apKauH He OOHApY-
KHUBAeT aHTHAMHecTu4eckoro 3(ddekra, KoTopeiii HabIIO-
JlaeTcs MPU YMEPEHHBIX J103aX, ero ObICTPO MPEXOASIIUiA
3(dexr 00ycroBiieH HE BBICOKOW CKOPOCTHIO SIMMHHA-
1MW, HO MHOW npu4nHOW. Kak mapuuaibHbIi KOHKYPEHT-
HbIA  OJOKarop  MOJIMAMHH-CBSI3BIBAIONINX  CAWTOB
NMDA-Rs, apkauH Ipu HU3KMX KOHLIEHTPaLUSAX MOXKET
oOHapy>KUBaTh CHEPMHHOMNONO00OHBIE CBOWCTBA TO3UTHB-
Horo Moaynsatopa NMDA-Rs [15]. Otu ero cBoiicTsa, Be-
POSITHO, CIy’KaT OCHOBOW OIHMCAHHOTO aHTHaMHECTHYe-
ckoro ¢ ¢deKTa apKkanHa, KOTOPBIN NP BHICOKUX J103aX U B
Oosee OTJaNICHHBIE CPOKM BBICTYIAET B POJIM ONOKaTopa
criepMuH-cBsa3bIBaroux caitoB NMDA-Rs. [Ipunaniex-
HOCTh IDM-1490 u ocobenno MDM-1755 k mapruaiib-
HBIM  aroHHCTaM  MOJHAMHH-CBS3BIBAIOIINX  MECT

CEK

160
140
100
60—
20 rx-l-h
ceK o
: F_l_km
11 ﬂ T E
KonTpons CkonosiaMuH
+CIT 1755 1460 1490

Bnusaue cnepmuna u coequnenuii cepun IOM Ha BbI3bIBaeMyo
CKOIIOJIAMUHOM aMHE3HIO.

JlaTeHTHOE BpeMsI IIEPBOTO 3aX0/a (a ) U YUCIIO 3aX0/10B (6 ) B TMHBIH OTCEK
B KOHTpoJIe (pacTBOpuUTEb) U B onbiTax; criepmuH (CIT) u apyrue Bemecrsa
B 103¢ 3 Mr/kr. Tpu cTONOUKA B KOHTPOJIE — CPEAHUE 3HAYCHHUS PETUCTPH-
PYEMBIX ITapaMeTpoB 110, uepe3 | u 24 4 mocie 00y4eHus; Iaphl CTOJIOUKOB
OTPaXAIOT T€ XKe mapamerpsl uepe3 1 u 24 4 nocie odyueHus. Beprukanis-
Hble JIMHHUM — JIOBEPUTEJIbHBbIH HHTepBasl cpeanux mpu p=0,05 u
n=_8-10.

NMDA-Rs MOkeT 0OBSICHUTh KPaTKOBPEMEHHOCTh aHTH-
aMHECTHYECKOro d¢derra 3THX coequHeHu. O BO3MOX-
HOCTHU COBIAJICHUS MECT CBS3bIBAHUS COCIUHEHUN CEpUU
NOM c¢ mecramu cBsizbiBaHus noauamMuHoB B NMDA-pe-
LENTOpax CBHICTEIBCTBYeT CIIOCOOHOCTh  apKanHa

3P PeKT

(20 Mr/Kr) yCTpaHATh ~aAHTHAMHECTHYECKUM
NBM-1460 (cMm. Tabm. 2).
CoBnajieHle MECT CBS3bIBAHUS ITHUX JBYX IPYIII COe-

JUHEHUH, [0-BUAMMOMY, HE SIBJISIeTCS MOJHBIM. B cTpyk-

Tabnuua 2. Biausaue “OpicTpbix” 010KaTopoB Kanaaos NMDA-penenTopos, ciepMHHA M aPKAHHA HA AMHE3HI0, BHI3BAHHYIO JIEKTPOIIOKOM

KonngecTBo kpsic (1), BocnipousBoisamux YPAU nocie moka yepes

Bemecrso, KonngecTBo KpbIC 1y 24 y
71032, MI/KT B rpyIine
n P* n p*
KonTpons (pacTBopurens) 31 7 11
NBM-1460, 1 8 6 0,009 6 0,046
3 8 7 0,001 6 0,046
10 8 8 0,0001 6 0,046
NBM-1490, 3 8 6 0,009 4 0,24
HNOM-1755, 3 8 5 0,038 2 0,29
CrepmuH, 0,3 8 2 0,35 4 0,24
1 8 5 0,038 6 0,046
3 8 5 0,038 7 0,01
Apxaus, 0,3 8 3 0,23 4 0,23
1 8 5 0,038 5 0,12
3 8 5 0,038 5 0,12
10 8 3 0,23 4 0,24
20 8 2 0,35 4 0,24
Apxkaun, 20 + UDM-1460, 10 9 3 0,007%* 7 0,40%*

Tpumeuanue. BeposATHOCTH HYJIEBOH THIIOTE3bI, B CPABHEHHH: * — ¢ KOHTPOJIEM, paccuuTanHas o dumepy; ** — spdexros UDM-1460 (10 mr/kr), BBOIH-

Moro 6e3 apKanHa U COBMECTHO C HUM.
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Type peLeNnTOpPHO-KaHAJIbHBIX aHcaMOiel umeercs Goinee
OJTHOTO MECTa CBSI3bIBAHMS IOJIMAMHHOB: IIOCPEICTBOM
OJIHOTO M3 HHUX MO3UTUBHO MOMYIHUPYIOIIKE MOTHAMHHBI
noBbIaoT appuauter rumuHa k NMDA-penentopam
(MUIMH-3aBUCHMAsl CEHCUTH3aLUsl), uepe3 MOCPEACTBO
JPYroro  YMEHBIIAIOT  CKOPOCTb  JECEHCUTH3ALUU
NMDA-Rs [5, 12]. IlepeBoas nonnsie kaHaisl NMDA-Rs
B peXuM Mepuanus (cM. Beiire), MOM-1460 yBennuuBaer
HPOJOJIKUTEIBHOCTD MAaYeK HUMITYIbCOB (B IPUCYTCTBHU
30 MxM ¢ 8,6 £ 2,4 no 43,6 mc [6]), paktuuecku B 5 pa3
samemnsis gecerHcutuzanmio NMDA-Rs. CnepmuH Toxe
perynupyet aeceHcutuzauuio [8, 12]. Jlocturaemoe mpu
3ToM ycuieHue ¢yHkuuu kaHaaoB NMDA-Rs u s¢ddex-
TUBHOCTU IIyTaMaTeprUueckoi Mepefauu CIIy>KHT OCHO-
BoM mo3uTuBHOro BiausHuss MOM-1460, MIOM-1490 u
CIIEpPMUHA Ha MPOLIECCHI COXPAHEHHS YHIPAMM HMaMSTH.

BbIiBOAbI

1. “beicTprie” Omoxatopsl kaHamoB NMDA-perenrto-
pos UOM-1460, IDM-1490 u IDM-1755, a Takxe cuep-
MHH U apKaWH He HapyIIaloT MPHOOpeTeHNnE KPhICaMH Ha-
BBIKA ITACCHBHOTO N30ETaHus..

2. HapymeHI/m IIaMsTH, BBI3BIBAEMBIC CKOIIOJIAMHUHOM
WX DJICKTPOKOHBYJIBCUBHBIM IIIOKOM, OTHU BCHICCTBA
YCTPaHSIIOT C  pPa3HOH  CTENEeHbI0  3((PEKTHBHOCTH:
NOM-1755 ycrpaHser TONBKO 3JIEKTPOLIOKOBYIO aMHe-
3m10, apkauH 3(p(EeKTHBEH JTUIIb B Y3KOM JIHAIla30HE 103
(1 -3 mr/xr).

3. UDM-1460, UDM-1490 u UDM-1755 saBnsttoTcs 1mo-
3UTHBHBIMU MaplLUaibHbIMUA Momynsitopamu NMDA /riny-
TaMaTHBIX PELIEITOPOB.

B. E. I'mupo u ap.
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A COMPARATIVE STUDY OF THE ANTIAMNESIC PROPERTIES
OF FAST NMDA CHANNEL BLOCKERS AND POLYAMINES

V. E. Gmiro', A. V. Zhuravskii?, I. V. Komissarov?, and V. N. Tikhonov?
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ences, Kamennoostrovskii pr. 69/71, St. Petersburg, 197022 Russia;

2 Pharmacology Department, Donetsk State Medical University, pr. II’icha 16, Donetsk, 340003 Ukraine

The experiments on rats showed that IEM-1460, IEM-1490, and IEM-1755 (bisammonium adamantyl-containing compounds possessing fast NMDA chan-
nel blocking activity) and polyamines (spermine and arcain) do not alter acquiring of the passive avoidance reaction. All these compounds improve, albeit with
different efficacy, the memory traces impaired by scopolamine and/or electroshock: IEM-1755 eliminated amnesia induced by the electroshock, but enhanced
the amnesia evoked by scopolamine. Arcain inhibited (for a short time and in a narrow dose range) the antiamnesic effect of IEM-1460. It is suggested that the
antiamnesic effect of compounds from both groups is related to the ability of slowing down the NMDA receptor desensitization.





