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HOBbIW TPUNENTOUAHBLIA AHANOI HEAPOTEH3UHA,
AUNENT, OKA3bLIBAET CENEKTUBHOE BJIIMAHUE HA OBOPOT
AJODPAMUHA B MNPUNEXALLEM AOPE U TUNOTANTIAMYCE

M. B. PeTioHckas, B. C. KyapuH, M. M. Knoar, K. C. Yc, T. A. l'yaawesa, P. Y. Octposckas'

W3ydanu BiAMsHHE HOBOTO MENTHIOMHUMETHKAa HelporeHsuHa, awiaenta (N-kampo-
Wwi-L-nponwi-L-Tpo3uHa METWIOBOro 3¢hupa), Ha COAEpKAHHE MOHOAMUHOB U INIABHBIX
IIPOIYKTOB UX METa0oJIM3Ma B CTPYKTypax MO3ra KpbIC IPH OJHOKPATHOM U CyOXpOHHYE-
CKOM BBEJCHHM Yy HHTAKTHBIX JXHBOTHBIX, a Tarkke Ha ()oHe OJOKaJbl IITyTaMaTHBIX
NMDA -perientopoB ketamuHoM. [T0ka3aHO, YTO MPU MOBTOPHOM BBEJICHHUH JTUIICHT CIIOCO0-
crByeT HakorieHuto JJODYK B TkaHsAX MpUIIeKAIIETO sIipa, YBEIUdnuBasi 000poT 1odamuna
(JA), u cHmxennto BennunHbl nokazarens JODYK/JIA B runoranamyce. CyOXxpoHHYecKoe
BBCJICHUEC TUJICTITA IPUBOJAUT TAKKE K ITOJIHOMY YCTPAHCHUIO aKTUBUPYIOIIETO BO3ﬂCﬁCTBMﬂ
KeTaMuHa Ha 000poT podaMuHa B runoraiamyce. CeIeKTUBHOE BIMSHUE JUJICTITA HA AKTHB-
HOCTH J{A-eprudecKkoil CUCTEMBI MPUIISIKALIETO SApa MPU OTCYTCTBUH 3 (eKTa B CTpuaryme
B COYETAHHUM C ITOJYYEHHBIMH paHee JaHHBIMHU IOBEIEHUECKUX IKCIIEPUMEHTOB ITO3BOJISIOT
paccMaTpuBarh AWIENT B Ka4eCTBE HOBOTO aTHIIMYHOIO HEHPOJIENTHKA, JTUIIEHHOTO T0004-
HBIX OKCTpaNUpaMUIHbIX PACCTPOUCTB.

KuroueBble cioBa: maunent, HEMPOJISNTUKHA, HEHPOTEH3HH, MPHIIEKaIee SApO, TUIoTaa-

Myc, U30(peHUst

BBEOEHUE

HIm3odpenns SBIIETCS MAaTOTCHETHYSCKH T'€TEPOTeH-
HBIM 3a00JICBaHIEM, B OCHOBE KOTOPOTO JIEKaT PaccTpoii-
cTBa (PyHKIMOHHPOBAHMS HECKOJIBKHX HEWpOMEAnaTop-
HBIX CHCTEM Mo3ra. MccienoBaHus MOCIETHNX JICT BBLS-
BWJIM, YTO HapsAy ¢ HapymeHusMu gopamuH ([1A)-, ry-
TaMmar- ¥ CepOTOHUH-EPTUUECKUX MTPOIIECCOB, TPH IMIH30(-
PCHUHU UMEIOT MECTO U3MEHEHHUS CONICPIKAHMSI SHIOTEHHO-
ro TeNTHAa HEWPOTEH3WHA B psAAE CTPYKTYp MO3ra.
CyImIecTBYIOT TaHHBIE O TECHOW HEHpOaHAaTOMHYECKOW U
(dyHKIMOHATIBHON B3auMocBs3u HedporeHsuH (HT)- u
JIA-eprudeckoii cucteM, cxolcTBe mpoduis hapMakoio-
TMYCCKON aKTHBHOCTH HEHPOTCH3WHA M aHTHUIICUXOTHYE-
CKHX CPEICTB, a TAKXKe 00 yCHWJICHHUH II0]] JCUCTBHEM aH-
THUIICUXOTHKOB cuHTe3a U BbeIcBOOOkaeHusa HT. Ha ocno-
BaHWH YKa3aHHBIX JAHHBIX OBUIO MPEATIOKEHO PacCcMaTpH-
Bath HT B KauecTBe SHAOTEHHOTO HEWponenTHka [8] u mo-
TEHIHAIBFHOTO JIEKaPCTBEHHOTO Iperapara Juls JCUCHHS
mm3odpennu. ORHAKO CIOKHAS CTPYKTYpa ATOTO TPHIE-
KarenTuaa, 00yCIOBINBAIOIIAS HU3KYIO OMOIOCTYIHOCTD
M HECIOCOOHOCTh MPOHMKATh Yepe3 reMarodHiedannye-
CKHUil 6apbep, HCKITI0YAaeT BOSMOKHOCTB €r0 KITMHUYECKO-
ro TIpuUMeHeHus. B Hacrosmee BpeMs HEKOTOPBIMH (ap-
MareBTHYecKkuMU prupmMamu BeneTcst mouck aHanoros HT,
AKTHBHBIX P CHCTEMHOM BBEACHHH. DTOT MOMCK OCHO-
BBIBACTCS MPEHUMYIICCTBEHHO HA CO3JaHHUU TEKCAICTITH-
JIOB, SIBIISTFOIIUXCS CTPYKTYPHBIMH aHAJIOTAMU aKTHBHOTO
yuaactka Hefiporemsuna (HTg _5).

OpurnHaIBHBIA MOAXON K TOHMCKY BBICOKOA((EKTHB-
HBIX HEHpOJIENTUKOB, pa3padarsiBacmbiii B HUU dapma-

I'I'V HUU dapmaxonornn um. B. B. 3akycosa PAMH, Mockga,
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© 2005 KomnektuB aBTOpOB

15

kosjorun PAMH, ocHoBaH Ha co3naHnu MoauQHUIMpOBaH-
HBIX TUIENTHIOB, HMUTHPYIOIINX CTPYKTYPY [-TIOBOPOT-
HOTO OMonormuecku akTuBHOTO (parmenta HTg |5 u atn-
MUYHOTO AHTHUIICHXOTHKa cynbrupuaa [14]. W3 cepun
CHHTEC3UPOBAHHBIX MENTHIOMHMETHKOB HEHPOTCH3MHA
0bLT 0TOOpaH N-kanpow-L-nipornui-L-Tiupo3uHa MeTHII0-
BbIi 3¢up (mmienTt), oOiagaronuil Hanboiee BhIPAKCH-
Holt JIA-HeraTMBHOW aKTHBHOCTHIO B JHAIla30HE 03
0,4 — 4 Mr/xr, He TPOABISIONIMI KAaTAICIITOICHHOIO, Cella-
TUBHOTO M MHOPEIAKCHUPYIOMIEr0 MOOOYHBIX 3(PQEKTOB
[2, 7]. DTO MO3BOIMIIO pacCMaTpUBaTh JWIEHT B KauECTBE
MOTCHIMAIBHOTO aTUIIMYHOTO HEHPOJICNITHKA, HE BBI3bIBA-
FOLLETO AKCTPAUPAMUIHBIX PACCTPOUCTB.

W3BecTHO, 4TO TUMMUYHBIE U aTUTTHYHBIC HEUPOJICITHKH
CIIOCOOHBI YCKOPATH 000POT H0(paMUHA B TOJTOBHOM MO3-
re, MPerMYINECTBEHHO Onaromaps aktuBauuu JA- epru-
YECKUX CHCTEM IO MEXaHHU3MY OTPHIATeIIbHONH 0OpaTHON
cs3u [5]. Ceemenus, kacaromuecs BiausHus HT Ha
JA-epruueckyto nepenady, HIPOTHUBOPEUUBBI: Hapsily C
COOOIIeHUsAMU 00 YBEJIIMYCHUHU CHHTe3a u obopora J[A B
HEKOTOPBIX 007acTsIX MO3ra [ 18] MMeroTCst CBUCTEIBCTRA
unrunoupytomero Bmusaus HT na BeicBOOOXKIeHHE A
[11]. [Tomumo B3aumonelicTBust ¢ JIA cuctemoii, oOHapy-
JKEHO Taroke Moxynupyromee BiusHue HT Ha nenrtpans-
HYIO IIyTaMaTepruyecKyo nepeaady [12].

Lenpto HacTosimeil pabOThI SIBISUIOCH M3YYCHUE BITHS-
HUS TIJIETITA Ha ypOBeHb [IA 1 ero OCHOBHBIX MeTa0oJH-
TOB, 3,4-muokcudenmnykcycHoit kuciotel (JJOOYK) wu
romoBanunnHoBor kuciotel (['BK), a Takke Ha 060poT
CCpOTOHHMHA W HOpaJpeHAINHA B 4 (yHKIMOHATBFHO BaXK-
HBIX CTPYKTypaxX Mo3ra — IpePpOHTAIBHOI KOpe, THITO-
Taramyce, CTpHaTyMe ¥ MpuiIexarieM siape. Panee B 1mo-
BEICHYCCKHX DKCICPHMEHTAaX HAMH OBLIO ITOKAa3aHO, YTO
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Puc. 1. Cxema popMHUpOBaHUs SKCIIEPUMEHTAIBHBIX TPYIIIL.

JAWIICOT MPOSBIIACT MIYTaMaTIIO3UTHBHBIC CBOﬁCTBa, CHHU-
’Kasi BBIPAKEHHOCTh aMHecTHYecKoro 3¢ dekra O6iaokaropa
kanama NMDA-penentopHOro xKomruiekca keramusa [6].
Ucxons takxke u3 Toro, uro JIA- n miyramareprudeckue
CUCTEMBbI B3aMMOCBSI3aHbl, a IPU MHU30(pPEHUH HAOII01a-
FOTCSl pacCTpoicTBa (PYHKIIMOHUPOBAHUS O0CHX 3TUX CHUC-
TeM, I1eJIeCO00pa3HbIM MPEACTABIAIOCH OLICHUTh AKTHB-
HOCTb JMJIeNTa Ha (JOHE HAPYILICHUH, BBI3BAHHBIX KETaMH-
HOM.

METOAbl UCCJIEOOBAHUA

OnBITHl MPOBOIWIM Ha OENBIX KpbICAX-CaMmIlax JUHUHU
Bucrap maccoii 200 —220 . JKuBOTHBIX coiepiKajiu B
CTaHIAPTHBIX YCIOBHSAX BHBApHS IPH ECTCCTBCHHOM
OCBEIIEHHH U CBOOOJHOM JOCTYIIE K MUIle U Boae. M3me-
HEHHsI COIEp)KaHUS MOHOAMHHOB M UX METa0OJMTOB B
CTPYKTYpax MO3Ta TOJ ACHCTBHEM IWJICTTAa OLECHHBAIN
IIPU €0 OAHOKPAaTHOM M CyOXpOHHUYECKOM (B TeueHHE
7 nueit) BBenenun B o3¢ 0,8 Mr/Kr, ajis KOTOPOH paHee
MIPOJIEMOHCTPUPOBAH MAKCUMAIILHO BBIPAXKCHHBII aHTaro-
HUCTHYECKUH 3 dekT B 1opaMuH-3aBUCUMBIX TecTax [2].
JunenT BBOAMIM BHYTPUOPIOIIMHHO B BUJIE CBEKEIIPHUIO-
TOBJICHHOH cycrieH3nH B TBUH 80. DKCIIEpUMEHTAIbHEIC
KUBOTHBIC OBUTH CIlydailHBIM O0pa3oM pa3lelieHbl Ha
mectb rpynn (puc. 1). Ha npotrspkeHun 6 qHel Kpbicam
1-i1, 2-#, 4-ii u S5-% rpynn BBOAWIU (DU3HOIOTHUECKHUI
pacTBop, a )KUBOTHBIM 3-i 1 6-i rpynn — nuient. Ha 7-i
JIeHb SKCIIEPUMEHTa KpbICaM BCEX TPYIII JIETalH JIBE HHb-

M. B. Petionckas u ap.

ekuuu — 3a 35 u 20 MUH 70 JeKanuTauuu. 1-i rpymme
(KOHTPOJIb) JBaXKbI BBOAMIN PACTBOPUTEND; 2-i 1 3-if —
JWIENT U (PU3HOIOTHYECKH pacTBOp; 4-i — pacTBOpH-
Tenb U KetaMuH (25 Mr/Kr BHYTPUODPIOLIMHHO); )KHBOT-
HBIM 5-# 1 6-1 rpynn — Juient 3a 15 MuH 10 keTaMHuHa
(25 Mr/kr BHYTpHOpPIOIIMHHO). BellecTBa MHBbENUPOBAIM
B 00beMe U3 pacuera 2 Ml Ha 1 KI' Macchl Tella dKUBOTHOTO.

ConeprkaHne MOHOAMHMHOB U UX METa0OJIUTOB OIpesie-
nsun metonoM BOXKX ¢ oOpamienHoii (asoit ¢ anekrpo-
XUMHYECKOH netekiuend. Ha npay u3Bnekanu npedpoHTa-
JBHYIO KOpY, THUIOTaJaMyC, CTPHATyM W IpHIeXkKaliee
A1po. BelaeneHHble CTPYKTYpbl MO3ra KPBIC B3BELIMBAIN
u romoreHusupoBain B 20 odobemax 0,1 H. pacTBOpa
HCIO,, coneprxaiero B kaueCcTBe BHyTPEHHETO CTaHapTa
JIMOKCUOCH3MITAMUH (1OBA) B KOJINYECTBE
0,5 amounb/mit. ITpoGbl tienTprdyruposany npu 10 000 g
B TeueHue 10 muH. Ha aHamutHueckyro koioHky Pheno-
menex C,g 4 MkM (4,6 x 150 mm) Hanocuu 20 MKI Cy-
nepHaTaHTa. PasneneHne n3yqaeMpIX BEIIECTB TPOBOIMIIN
Ha xpomarorpade, cHaOkeHHOM HIKekTopoM (Rheadine)
U AnekTpoxummdecknM nerekropom LC-4B (BAS, CILA).
B xauectBe momsmwxHOH (as3el npumensuu 0,1 M nuTpat-
Ho-(ocdarubiii Oydep, conepxkarmii 0,3 MM HOHOTIAPHO-
ro peareHra okrancyib(onara Harpus, 0,1 MM DJTA u
8 % aneronutpuna (pH 3,1). OnpeneneHue BenecTs ocy-
IIECTBIISUT Ha CTEKJIOYIIICPOIHOM SJICKTPOAE MPU MOTECH-
nuane + 0,85 B nporus Ag/AgCl snexTpona cpaBHEHHS.
CKOpOCTh  IMOTOKAa TOABW)KHOW  (ha3el  cocTaBIsuIa
0,7 mut/muH [3].

CrarucTiueckyr o0paboTKy TaHHBIX IPOBOIAMIH C TIO-
MOILLBIO TapaMeTpuyecKkoro t-kpurepus CtoroneHra. Pesy-
JIBTATHI TIpeicTaBiIeHbl B Buae M = SEM.

PE3YINbTATbI U UX OBCYXOEHUE

[TomyueHHbIe naHHBIE O 0a3aIbHOM YPOBHE MOHOAMU-
HOB ¥ TNIABHBIX NPOIYKTOB MX MeTaboiM3Ma B MCCIIEmye-
MBIX CTPYKTYpaxX MO3ra MpeICTaBICHBI B TAOJHIIE.

IToBTOpHOE (HO HE OAHOKPATHOE) BBCACHHE IHJICTITA
ycuiuBasio 060pot [IA B mpuiiexaniem sape, J0CTOBEPHO
yBenM4uBas BenuuuHy cootHomenus JODPYK/JIA nHa
16 % 110 cpaBHEHUIO C KOHTpoOJIEM (pUC. 2, a ); IOKa3aTellb
I'BK/JTA mipu stoM He m3mensuicst (puc. 3). B rumorana-
Mmyce BenrunHa nokasaress JJOOYK/JIA HesHauuTensHo,
HO JIOCTOBEPHO CHMXKAJACh (puc. 2, 6 ). Bnusnus nunenta
Ha JIA-eprudecKyo CUCTEMY CTpUaTyMa U KOpPBI, a TaKXKe
Ha COZIEpKAHUE HOPAJPEHATIMHA, CEPOTOHMHA U 5-OKCH-

Coz[ep)l(al-me MOHOAMHHOB ¥ TJIABHBIX UX METa00JMTOB (B HMOJ’[L/I‘ TKaHl/l) B CTPYKTYpPaxX rojiOBHOro Mo3ra HHTaKTHbIX KPbIC

BemectBo TIpedponTansHas kopa T'unoranamyc Crpuatym IIpunexamiee aapo
Hopanpenanuu 2,49 £ 0,08 8,34 £ 0,52 1,37 £ 0,20 4,73 £ 0,94
Jodamun 0,71 £ 0,03 1,87 £ 0,14 71,49 + 6,9 50,12 + 4,29
3,4-1MOKCU(CHMITYKCY CHAsT KUCIIOTa — 0,06 £0,01 6,85+ 0,63 6,97 + 0,48
TomoBanuIMHOBas KUCIOTA 0,21 £ 0,06 0,16 £ 0,04 4,36 £ 0,61 2,61 £0,16
CepoToHUH 3,95+0,15 6,01 £0,23 4,94 £ 0,20 6,05 £ 0,25
5-OKCHMHJIOIYKCYCHAs KHCIIOTa 1,86 0,08 4,79 £ 0,16 9,22 +£0,39 6,82 £ 0,26
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Puc. 2. Biusnue nunenta (0,8 Mr/Kr BHYTpUOPIOMIMHHO), KETAMH-
Ha (25 MI/Kr BHYTPHOPIONINHHO) W MX COYETAHHOTO MPHUMEHEHHUSI
Ha CKOpocTh 000poTa 1odaMuHa B mpHiekameM sape (a ) ¥ TUIo-
Tajamyce (6 ), OLIEHUBAEMOI0 IO IOKa3aTEeN0 BEJIMYMHBI COOTHO-
wenns JJOOYK/JIA.

3neck u Ha puc. 3: 1 —0,9 % NaCl + 0,9 % NaCl (kouTposns); 2 — auient
(omHOKpaTHO) + 0,9 % NaCl; 3 — munent (7 aueit) + 0,9 % NaCl; 4 - 0,9 %
NaCl + keramuH; 5 — auient (OZHOKPATHO) + KETaAMUH; 6 — JWJIENT
(7 nneit) + keramun. Pasiuuus noctosepHs nipu p < 0,05 B cpaBHeHUH: * —
€ KOHTpPOJIEM; ~ — C IPyMNIoi akKTUBHOTO KOHTPOJIS, O/IBEPrILeiics BO3AeH-
CTBUIO KeTaMuHa (#-kpurepuil CTbionenTa). [laHHbIe IpecTaBIeHb! B % OT
KOHTPOJIAL.

uHA0NyKCycHOH Kucnotel (5-ONYK) 3apeructpupoBaHo
He ObLII0.

Keramun BbI3bIBaN yBesnueHue copepxkanus JODYK
u I'BK B npunesxaiuem siape Ha 28 u 52 % coOTBETCTBEH-
HO (p <0,05 OTHOCHTENBHO KOHTPOJIBHOHM TPYIIIHI), YTO
CBHUJICTEIBCTBYET 00 ycuineHun odopora JIA (puc. 2,a n
puc. 3). Eme Oonee BbipakeHHOE JICHCTBHE KETaAMUHA 110
noxkasaremo JJODOYK/JIA oTMedanoch B I'HIIOTAIaMyce
(puc. 1, 6); mpu 3TOM JIOCTOBEPHOTO U3MEHEHHUSI COJICpIKa-
Hust 'BK B 10l cTpyKTYpe He Habmonanock. Takoe akTH-
BHpYIOIIlee BIUsIHME KeTaMuHa Ha JIA cucremy mo3ra co-
IJIacyeTcsl C COBPEMCHHBIMH TPEACTABICHUSME O PEIII-
POKHBIX OTHONICHUSX MEXIy miyramar- u  JA-
CPrUYECKUMH CHCTEMaMH M MOXET OOBSCHSITHCS yCHIIe-
HUEM BBICBOOOXIeHUS J[A 13 HEepBHBIX OkOHYaHWH [10]
WIM WHTUOMpPOBaHWEM O0OpaTHOTO 3axBaTa MeaHaTopa
[17], Be3pIBaeMbIX anTaronucrom NMDA -penientopos.

OnHOKpaTHOE W CyOXpOHHUYCCKOE BBEICHHE IIJICTITA
KpBICaM, MOABEPTaBIINMCS BO3ICHCTBHIO KETAMHHA, TIPH-
BOJIWJIO K BBIPAXKEHHOMY CHIDKCHHUIO AP deKTa mociIeIHero
B runorainamyce (puc. 2, 6). B npunexamem sjpe mnpu
MIOBTOPHOM BBEICHUH AMJICTITA OTMEYalach TEHACHINS K
yCWIeHHIO  d(pQeKTa KeTaMHHAa 10  IOKa3aTero
JO®YK/JIA (puc. 2, a). 3HaYMMbIX U3MEHEHUI YPOBHS
JIA u ero MeTabONHUTOB B CTPHATYME TUJICTIT HE BBI3BIBAI.
BnusHust Ha conepikaHMe IPYTHX MOHOAMHHOB [THIICTIT
TaKKe He OKa3bIBaIL.

W3BecTHO, 9TO pa3BHUTHE COOCTBEHHO aHTHIICHXOTHYE-
CKOTO JICUCTBHS HEUPOJICTITUKOB OOYCIIOBICHO UX BO3ICH-
CTBHEM Ha ME30JIMMOMYECKHE M ME30KOPTHKANbHBIE J[A
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Puc. 3. Bausnue auenta (0,8 Mr/Kr BHYyTpUOPIOIIMHHO), KETAMH-
Ha (25 MI/Kr BHYTPHOPIOIINHHO) W MX COYETAHHOTO MPHMEHEHHS
Ha CKOPOCTb 000poTa AodaMuHa B MPHISKAIIEM sIpe, OLlCHUBAC-
MOTO TIO TTOKa3aTeNo Bennaunsl cootHotenust [ BK/IIA.

O603HaueHNS TE XKe, YTO Ha PHC. 2.

IIPOEKIUH, B TO BPEMs KaK 3KCTpallUpaMUIHbIe PacCTpOii-
CTBa SIBILSIFOTCS CIeACTBHEM Ormokansl J{A-pernenTopoB HU-
rpoctpuarHoro mytu [16]. OTnuuurenbHOW depToit
ATUTIMYHBIX aHTHIICHXOTUKOB SIBIIICTCS UX H30HPaTeIIbHOE
JieficTBHE Ha ME30JIMMOOKOPTUKAIBHYIO JIA cuctemy Mo3-
ra. B cBsi3u ¢ 3TUM BBIABICHHOE B HAcTOsIIEH padoTe ce-
JIEKTMBHOE BIIMSIHUE TUIICTITA HA aKTUBHOCTH [IA cuCTeMBI
MIPUJISKAIIETO SiIpa SBISACTCS JOMOJIHUTEIBHBIM (DakTo-
POM, IMO3BOJISIOIIMM paccMaTpuBaTh €ro B KayecTBE IIO-
TEHIMAJIBHOTO ATUIIMYHOTO HedponenTtuka. [Ipm sTom
yBenmuenue coaepykanus JJODYK u obopora 1A — -
(hexTa, XapaKTepHOTO LIS BEIIECTB, OOIaTal0OMNX HEHpO-
JIENTUKONIOJOOHON aKTUBHOCTBIO, — SIBIISIETCSI, 110~ BHJIU-
MOMY, cJeacTBueM (pyHKIMOHANBHON Onokagsl JIA-pe-
nentopoB. CieayeT OTMETHTh, YTO MO BBIPAXKEHHOCTHU
CTUMYJIHUPYIOIIETO BIUSHUS Ha MeTaboimsM JIA B mpuiie-
KaleM spe IWICNT YCTYMmaeT MPEICTABUTENSIM THITHY-
HBIX aHTUIICUXOTHKOB [ 13], omHako, MposIBIISIET CXOACTBO C
ATUIIMYHBIMUA HEHPOJIENTUKAMHU U HEHPOTEH3UHOM, TaKXe
oOnafaomuM  HEeHpPOJENTUKONIOJOOHONH — aKTUBHOCTBIO
[4, 13]. ITokazano, yto BBegenue HT (0,1 Mxr) B BeHTpa-
JBHYIO 00JIacTh MOKPBIMIKY MOBbIIIAaeT ypoBeHb JODYK
B IpuIexarieM sape Ha 18 %; mpu 3ToM UHBEKIMS B 00-
JIacTh YEPHOH CyOCTaHIIMU HE COMPOBOXKIIACTCS BhIPAKEH-
HBIMH W3MEHEeHUsIMU MeTaboim3ma JIA B crpuaryme [13].
Takoe ymepennoe Bnusinue HT, kak u ero cTpykTypHOTO
aHajora Iuienrta Ha (YHKIHOHAJIBHYIO aKTUBHOCTH J[A
HEHPOHOB CBUIETENILCTBYET 00 UX MOIYIUPYIOLIEM BIIHSI-
HUM Ha ME30JIHUMOMYECKyr0 JA-epruueckyro CcuUcTemMmy
Mo3ra. CriocoOHOCTBIO AWIIETNITa YCHIUBaTh 000poT A,
MO-BUAMMOMY, OOBSICHSETCS €ro MSIKOe YCHIIMBAIOIIee
BJIMSIHUME HA JICHCTBUE KETAMMHA, MOBBIMIAOIICTO TKaHE-
BYIO KOHIIEHTpanuio /IA u ero MeTabonnToB.

CormacHO MaHHBIM [9], CTENEHb TSHKECTH ITOOOYHBIX
SKCTPaMpPaMHUIHBIX CHMITOMOB, BBI3bIBAEMBIX HEUpPO-
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JIENTUKAaMH, KOppenupyer ¢ nosbsiiienueM yposus [ BK B
nmukBope 00nbHBIX [9]. TloTOMY BBISBIEHHOE Y JUIIENTa
OTCYTCTBME BIIMSHKSA Ha BennunHy nokasaress [ BK/JIA B
TKaHSX MO3Ta MO3BOJISET MOJIaraTh, 4TO MPH €ro KIMHUYe-
CKOM HCIIOJIb30BAHUH YKa3aHHBIX MIOOOYHBIX PACCTPOMCTB
HaOIrOIaThCS He Oy/IeT.

Bo3znelicTBue TUMMHYHBIX M aTUIHYHBIX HEHPOJIETITUKOB
Ha TyOeponH(pyHanoOynsapuyo A cuctemy Hapsny € ak-
tuBauueit JIAJl neliponoB u HakoreHuem JJODYK co-
MIPOBOXK/IAETCSI YCUIICHHEM CEKpelHU psijia TOPMOHOB, B
TOM uucJie nposaktuHa [15]. OTIMYHBIM OT APYTUX aHTHU-
MICUXOTHYECKUX CPEJICTB CBOWCTBOM MHJIETITA SBISETCS
€ro CrnocoOHOCTh CHIKaTh 000poT JIA B rumortanamyce
KaKk B HOPMaJbHBIX YCIOBHUSX, TaK U MPH CTUMYIUPYIO-
eM Bo3zecTBUM kKeTaMuHa. OCHOBBIBAsICh Ha ATUX JIaH-
HBIX MOKHO JIOIYCTHTb, YTO MPH KIMHUYECKOM MTPUMEHE-
HUW JWUJIENT HE MPOSBUT HEXENaTeNbHbIX 3P(EKTOB, CBsI-
3aHHBIX C BO3JICHCTBUEM HA HEUPOIHTOKPUHHYIO CUCTEMY.
Uccnenoanus, nposenennsie E. Richelson (“Mayo Foun-
dation”, CIIIA) moka3aiu, 4To JUICNT 00JIaaeT Crocoo-
HOCTBIO CBSI3bIBATHCS C HEHPOTEH3MHOBBIMH PELeNITOPaMU
[1]. YuutbiBasi Takke CBEIEHHUSI O BBICOKOM KOHLIEHTpa-
uun HT B TKaHsx runoranamyca [8], JOrMYHO HPEAono-
XKWUTh, YTO BIMSIHUE JIWICNTA Ha TyOepoHH(YHANOYIsp-
Hy!o JIA cucteMy yacTHUHO MOXKeT 00BsicHAThes HT-ep-
THYECKAM KOMIIOHEHTOM €ro JACHCTBHSL.

BbIBObl

1. ATUITMYHBIA HEHPONETITUK JUMETTHITHON CTPYKTYPhI
JUJICTIT TIPH CyOXPOHUYECKOM BBE/ICHHU YCHIIMBACT 000-
pot nodpammua ([IA) B mpuiexamem sape, yBEIUIUBas
tkaneBoe coaepxkanue JJODYK, no ne 'BK. B ornomre-
HUM THIOTAJaMyca IHWJICTIT IMPOSBISIET IPOTHBOIIONOXK-
Held 3(dekt. M3MeHeHnit copepkaHus U MeTadoIM3Ma
JIA B cTpuaTyme IUJIENT HE BHI3bIBACT.

2. IloBropHOE BBEIEHHWE IWICNTA IPETOTBPAIIACT
ype3MepHyro akTuBanuio /A HEWpoHOB THIIOTaNIaMyca,
BBI3BAaHHYI HEKOHKYPEHTHBIM Onokatopom NMDA- pe-
[ETITOPOB KETAMHHOM, HO UMEET TEH/ICHIINIO K YCHJICHUIO
CTHUMYJMPYIOMIETO BO3ICHCTBHUS MOCIEAHETO Ha 000pOT
JIA B mpunexaiem sijpe.

3. COBOKYMHOCTb yKa3aHHBIX CBOMCTB JTUJIETITA B COYE-
TaHWUH C TIOJTYYCHHBIMHU PaHee MMOBEACHICCKUMHA JTaHHBEIMU

M. B. Petionckas u ap.

CBUJIETENILCTBYET O TOM, YTO JIMJICHIT IPOSIBIISIET CBOMCTBA
ATUITUYHBIX HEHPOJIENITHKOB, HE BBI3BIBAIOIINX YKCTPAIH-
PaMUAHBIX TOOOYHBIX PACCTPOICTB.
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THE NEW TRIPEPTOID NEUROTENSIN ANALOG DILEPT SELECTIVELY AFFECTS
DOPAMINE TURNOVER IN NUCLEUS ACCUMBENS AND HYPOTHALAMUS

M. V. Retyunskaya, V. S. Kudrin, P. M. Klodt, K. S. Us, T. A. Gudasheva, and R. Y. Ostrovskaya

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

The effects of dilept (N-caproyl-L-prolyl-L-tyrosine methyl ester) — a new peptidomimetic of neurotensine — on the level of monoamines and their main
metabolites in four functionally important brain structures has been studied upon single and subchronic administration in intact rats and in those pretreated with
the NMDA receptor blocker ketamine. Repeated administration of dilept favors the accumulation of DOPAC and accelerates the dopamine (DA) turnover in
nucleus accumbens, as manifested by an increase in the DOPAC/DA ratio. The opposite effect (decrease in the DOPAC/DA ratio) was observed in the hypo-
thalamus, where the subchronic treatment with dilept completely inhibited the activating action of ketamine on the DA turnover. The selective influence of di-
lept on the dopaminergic system activity in nucleus accumbens (but not in striatum), together with the previously obtained behavioral data, suggest that dilept is

a new atypical neuroleptic producing no extrapyramidal side effects.





