3KCn€pMM€Hma]ZbHaﬂ Uu Kiurudeckas d?apMaKO/lOZuﬂ

2010 Tom 73 Nel2 C. 9-12

BIMAHUE OUNENTUOHOIO AHANOIA HEAPOTEH3UHA OAUNENTA

HA BHEKJIETOYHOE COAOEPXAHUE ITTYTAMATA, TAMK U

FOMOBAHUITMHOBOW KUCNOTbI B MPUNEXALLEM SAOPE MO3rA KPbIC

E. B. LLly6eHuHa, B. C. KyapuH, . M. Knogrt, B. B. HapkeBuu,
T. A. Tynawesa, P. Y. OcTtpoBsckas'

W3ydanoch BIWSHUE IUIENTHIHOTO aHaiora HeiporeHsmHa muienta (N-karpo-
wi-L-niposnui-L-Tupo3uHa MeTHIIOBBIH 3(Hp) Ha BHEKICTOYHOE COJCpIKAHHE TIyTamara,
y-amuHomacissHol kucinotsl (FAMK) u romoBanuinuoBoit kucnots! (I'BK) B npusexamem
sape Mo3ra Kpeic Bucrap. MccnenoBanne mokasano, 4To IWIENT MOBBIIAET SKCTPAKIETOU-
Hoe conepkanue mryramata u [AMK, a Taxke cHW)KaeT BHEKJIETOUHYIO KOHIIEHTPAIIUIO
I'BK B 30l cTpykType. Takoi CrieKTp akTUBHOCTH JIMJICNITA CXO/ICH € AP PEeKTaMu IHI0TCH-
HOTO «aHTHIICUXOTHKa» HEHpPOTEH3MHA, BBOAUMOIO B MpHiexkaliee sapo. Juaent Moxer
paccMaTpuBaThCs B KQUECTBE CUCTEMHO aKTUBHOIO JUIIENTHIHOIO MUMETHKA HEHPOTEH3U-
Ha, CIIOCOOHOTO YCTPaHATh HEUpOperyasITopHblil qucbananc B nryramar-, TAMK- u JIA-ep-
THYECKUX CHUCTeMax IpHIIeXKaIero sapa. [IpencrapieHHbIe JaHHBIE HEHPOXHMMHYECKOTO
aHaJM3a JAWIENTA B COYETAHUH C €r0 MOBEICHYECKUMH XapaKTePUCTUKAMH TTO3BOJISIIOT OXa-
PaKTepu30BaTh AUMENTH KaK MOTCHIMAIBHBI aHTHIICHXOTHK.

KioueBble cioBa: HeliporeH3uH, quient, riyrtamatr, TAMK, nodaMus, roMmoBaHUIMHOBAS

KHCIIOTa, N30 PEeHNs], IPHUIIEKAILee AP0

BBEOEHUE

Wmeercst psan yOemuTeNbHBIX IKCHEPHUMEHTAIBHBIX U
KIIMHUYECKUX JAHHBIX O BaYKHOW PONM SHIOTCHHOTO TPH-
nekarentuna HediporensuHa (HT) B marorenese mmzod-
pernn [5]. CrocobHocTh HT mpernsTcTBOBaTh pa3BUTHIO
3hdexToB  10(haMHHOMHMETHKOB, YTHETaTh YCIOBHBIC
peduiekchl, ToTeHIUpoBarb dPGeKThl 0apOUTYpaToB, BbI-
3BIBaTh THUIOTEPMHIO TTO3BOIMIN C(HOPMYITHPOBATH THIIO-
Te3y o ponmu HT B KauecTBe 9HIOTCHHOTO HEHPOJICTITHKA
[5, 6]. OmuronentunHas crpykrypa HT, oOyciosnmBato-
1ast ero HU3Ky OMOIOCTYITHOCTh M HECIIOCOOHOCTH ITPO-
HUKarh yepe3 Db, spnsercs npuauHOi Toro, 4to 3 dek-
To1 HT Bocmpow3BOAsTCS TOJMBKO TMPH BBEACHHH STOTO
TPHUICKANCTITH/IA B JKSITYIOYKH MO3Ta WJIH IIPH €T0 MOABe-
JICHUU K OTpe/IeNICHHBIM CTPYKTypaMm [12]. DTo nckmova-
€T BO3MO)KHOCTb KiInMHH4eckoro npumenenus HT B kaue-
CTBE AHTHUIICUXOTHYECKOTO cpercTBa. Pazpaborka mmme-
THKOB HEWPOTCH3MHA — TeKcarenTHIoB, 3(p(ekTHBHBIX
IIPU CHCTEMHOM BBEICHUH, BEACTCS HA OCHOBE TJIABHOTO
merabomuta HT (HTy _ |5). Takue aHamorn mo3umuoHupy-
IOTCSI MHOTUMH aBTOPAMH B Ka9€CTBE NIEPCIIEKTUBHOTO Ha-
MpaBleHUss B paspaborke HeWposenTukoB [5]. Opwuru-
HAJIBHBIN ITOXO K IMOUCKY BHICOKOAKTUBHBIX METITHIHBIX
npemnaparoB, paspuaembii B HUW dapmakonorun nmenn
B. B. 3akycoBa PAMH, coctout B co3pannu 3aMenieHHbIX
TUMENTHAOB, IMUTHPYIONINX CTPYKTYpPY AKTHBHOTO IICH-
Tpa SHIOTEHHOTO MENTHAA M HEMENTHIHOTO JEeKapCTBEH-
HOTO TIperapara ¢ COOTBETCTBYIOIIECH aKTUBHOCTHIO. 3a
OCHOBY MOJICTUpOBaHUs akTUBHBIX HT-1momo0HBIX HEWpo-
JICTITUKOB OBLT B3SIT JUIEHTHA MPOJIMII-TUPO3HH B CBSI3H C

! HUM dapmaxonorun mmenn B. B. 3akycoBa PAMH, 125315,
Mocksa, yn. banrtuiickas, 8.
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TEM, YTO 3Ta IIOCIECIOBATEINLHOCTh COOTBETCTBYET IICH-
TpanabHOMY (pparmenty f-usruda HT; ;5 u umeer Tonono-
THYECKOE CXOCTBO C ATHIUYHBIM  HEHPOJCTITUKOM
cynbnupuaoM [14]. U3 cepun N-anmi-npoauii-THPO3UHOB
Juts OoJiee TIOIPOOHOTO M3y4eHus: ObLT 0TOOpaH N-Karpo-
wi-L-nponun-L-Tupo3uHa MeTHIOBBIH 3¢up (AUIENT),
MIPOJIEMOHCTPUPOBABIINN  HEUPOJICTITUKOIOOOHYIO  aK-
TUBHOCTh TI0 CTaHIAPTHBIM IOKa3aTessiM JopaMHUHHEra-
TUBHOTO JeiicTBus [4]. [TomoOHO npyruM HeHpoenTHKaM
Y HEHPOTEH3UHY OH MPOSBISET TUIIOTEPMUYECKOE JCHCT-
BHE, a TaKKe MOTeHIHUpyeT 3h ekt Oapoutyparos. [1pu
9TOM B OTIIMYHME OT M3BECTHBIX HEUPOJICTITHKOB, JHICTT
OKAa3bIBaCT ITOJIOKUTEIFHOC BIMSHHE HAa KOTHUTHBHBIC
(hyHKIIMH, Y4TO CBA3aHO B OCHOBHOM C €T0 TIIyTaMaT-103H-
TUBHBIM JICWCTBHEM, MPOJCMOHCTPUPOBAHHOM HAa MOIE-
JSX aMHE3MH M ACQHIUTA MPEmyIbCOBOTO TOPMOKEHHUS,
BbI3BaHHOTO Onokanoii NMDA-pernientopos [2].

3HauuTeNnpHas PONib B MATOTeHe3e MU30(PPEHUH OTBO-
JUTCS. HapyLIEHHUIO HEUPOPEryIATOPHBIX MEXaHH3MOB B
npuiexaiem siape (I151), kotopoe ABISETCS CTPYKTYpOH,
BBITIOJTHSIOMICH (QDYHKIHIO PETPAHCIATOPa MEXKIY JTHMOH-
YecKoU 1 pepoHTAIbHON 00JIACTHIO, OCYIICCTBISIFOIIEH
KOOPAMHALMIO KOTHUTUBHBIX, SMOLMOHAIBHBIX U MOTHBA-
LIMOHHBIX TporieccoB [16]. M3BecTHO, YTO aHTUIICUXOTH-
yecKkue mpenaparsl nobimatoT yposenb HT B IS, uto
MOXeET OBITh OJJHUM M3 MEXaHU3MOB HX TEPAIIeBTUIECKOTO
a¢dexra [6].

VYcranosneHa TecHas B3auMocBsizb HT ¢ modamunuep-
TUYECKON cucteMol mpuiexaiiero siapa [5]. Tlokasano,
yro HT, npu BBenenuu B I151, nposiBisieT aHTUIICUXOTOIIO-
IOOHBIE A(P(EKTHI: MOAABISIET JOKOMOTOPHYIO THIICPaK-
TUBHOCTB M JICPHUIIUT CECHCOMOTOPHOTO TEUTHHTA, BHI3BAH-
Hble amderamuHoM [9]. MI3BeCcTHO, YTO perymsius HeHpo-
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Puc. 1. Biusnue aunenra (0,8 Mr/xr BHYyTPUOPIONINHHO) Ha BHE-
KJIeTouHoe coaepxanue nryramara (a ) u TAMK (6) B nmpunexa-
IeM spe KpbIC B % K UCXOTHOMY ypoBHIO. CTpenkoil moka3aH Mo-
MEHT BBeleHHs auienta. MHTepBanx Mexmay cOOpoM JHalIn3HBIX
npo6 — 20 mun: * p <0,05 (@) n** p<0,01 (6 ) no cpaBHEHNUIO C
KOHTPOJIEM.

teH3uHoMm J[A-epruyeckoit nepenaun B [15 ocymecrsisi-
ercst uepes cuctembl mmytamara u TAMK [11].

Lenb HacToAIIelH PabOTHI 3aKITF0YANIACH B OIICHKE BIIUS-
Hus aHanora HT gunenrta Ha BHEKJIETOUYHBIM ypOBEHD IIIy-
tamara, [AMK u romoBanunuaoBoi kuciotsl (I'BK) B
IIPUJIEIKALLEM SIIPE MO3T'a KPbIC.

METOAbl UCCJIEOOBAHUA

Pabora BemonHeHa Ha 18 kpeicax camuax auHUM Buc-
tap maccoit 250 — 300 r. IIpoBeneHo u3yueHue 3¢ QexToB
JIUJICTITA HA BHEKJIETOUHOE COJACp)KaHHE HEHPOTPAHCMUT-
TepHbIX amuHOKHCcHoT (mrytamara u [TAMK) u I'BK B
MPUIICKAIIEM SIAPE MO3Ta METOIOM BHYTPHMO3TOBOTO
MUKpoauaiu3a. JKUBOTHBIE CIydailHBIM 00pa3oM ObLIH
paszesnieHbl Ha 2 rpynmbel 0 9 B kaxaod. Kpeic odenx
IPYIIT  HAPKOTU3UpOBAIN XJopainruapatoMm (400 Mr/kr
BHYTPUOPIOIINHHO) W (PUKCHPOBAIN B CTEPEOTaKCHYe-
CKOM arrmapare. 3areM B Ipujiekallee sapo UMIUIAHTHPO-
BaJI HAMPABILIIOIINE KAHIOIH [UI1 MUKPOAUAIN3HBIX 30H-
nmoB CMAI12 ¢ mponumaemocteio 20000 JJA (CMA
Microdialisys) mo koopauHatram AP+ 1,7mm; L —
2,6 mm; DV — 8,2 mm [10] oz yriom 10 rpanycos k ca-
TUTTAJIBHON IIOCKOCTH M KPEMWIN MX K KOCTSAM ueperna.
Uepes 48 1 mocJe orneparuy 30H1bI TOMEIIAIN B HAIIpaB-
JSIFOIYI0 KAHIONIO M B TEUCHHE JIBYX YacOB IPOBOIMIH
nepdy3ur0 MCKyCCTBEHHOM MepeOpOCIMHAIBHON KHJIKO-
CTBIO CO CKOPOCTBIO 2 MKJI/MUH [13]. B TedeHue mepBbIx
60 MuH coOupanu 3 Ga3aJbHBIX 00pasiia. 3aTeM MepBo

E. B. llly6ennna u ap.
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Puc. 2. Biusnne munenra (0,8 Mr/kr BHYTPHOPIOIIMHHO) Ha BHE-
KJIETOYHOE coAep KaHue roMOBaHWINHOBOW kucnoTel (I'BK) B mpu-
JIeKaleM sijipe Kpbic (B % K UCXOAHOMY ypoBHIO). CTpenkoi moka-
3aH MOMEHT BBEACHUS aunenTa. FHTepBa Mex1y cO0poM Anuain3-
HbIX 1po6 — 20 Mun. # p>0,05; * p < 0,05 110 CPABHEHMIO C KOHT-
poiem.

rpyrmne XuBoTHbIX BBOmMIH quient (0,8 Mr/kr BHYTpH-
OpIOIIMHHO), @ BTOPOH — (PU3HOJOTHYCCKUN PacTBOP B
9KBHBaJIeHTHOM oObeme. [locme atoro cobupanu eme 3
JUATM3HBIX NMpoObl ¢ uHTepBanoM 20 muH. Jlamee Kpbic
JICKAITUTUPOBAJIH, TOJOBHOM MO3T M3BJIEKAIH, 3aMOPaKH-
BAIM B JKUJIKOM a30T€ M XpaHWIM HpU TeMIepaType
—20 °C no MOMeHTa IPUTOTOBIEHUSI CPE3OB HA MUKPOTO-
Me (Microm HM 500, “Walldorf”, I'epmanus). [ns xoH-
TPOJISL TIOJIOKEHUS 30HAa B Mo3re cpesbl (20 MKM) Okpa-
[IMBAJIM Kpe3usIBHoieToM. [ ctaructruueckoi 00padboT-
KH HUCITIONB30BAIH TOJBKO 00paslbl ¢ MOATBEPIKICHHBIM
pacnonoxenueM 308108 B II5I. Conep:xanue I'BK, ryra-
mMata U [TAMK B pguanusarax oInpenessuii METO/I0M
BOXX [1]. Craructuueckyio o0paOOTKy MOIyYCHHBIX
JIAHHBIX TPOBOIMJIM C TOMOIIBIO MpOrpamMmbl Statistica
6.0 (StatSoft Inc.). JlocToBEepHOCTD pa3auuuii OIICHUBAIN
1o t-xpureputo CTbroEHTA.

PE3YJNIbTATbI U UX OBCYXOEHUE

Kak Buano u3 puc. 1, a, uepe3 20 MuH nociie BBeCHUS
JIAIENITa HAOIIOANIOCh YBEIHMUCHUE COJICPYKAHUS ITyTa-
mara 10 115+4%; B nocnenyromme 20 MUH YpPOBEHb
AMUHOKHCJIOTHI CHMYKAJICSI JIO UCXOIHBIX 3HAYCHUH.

Uepe3 20 MUH TIOCTIe BBEICHUS AMIIENTa HAOIIOIAI0CH
TaK)Ke MOBBILIEHHE BHEKJIETOUHOU KoHUeHTpauun [AMK
q0 131+6 % orHOCHUTENBHO Oa3ajbHBIX 3HaYeHUU. B
JAIbHEHIIEM COllep)KaHHe AMHHOKHMCIIOTHI OCTaBaJloCh
noBbIeHHbIM (0 135+ 6 % wuwepes 40mMuH u 10
136 £ 9 % 4epe3 60 muHn) (puc. 1, 0).

Bueknerounoe cogepxxanue I'BK uepes 40 mun gocro-
BEPHO CHU3UIOCH (110 87 £ 5 % oTHOCUTENIBHO Oa3alIbHBIX
3Ha4YeHUM), a yepe3 60 mun — 10 76 = 5 % (puc. 2).

Jlo HemaBHEro BpeMEHH OCHOBHOE BHHUMAaHUE TIPH HC-
CJIEIOBAaHUH MEXaHU3MOB JCHCTBHSI HEMPOTCH3WHA M €T0
aHaJIOroB OBLIO HAIPABIICHO HA M3YYCHHE WX BIIMSHUS HA
nohaMuHepruyeckyro cuctemy Mo3ra [9]. OnHako ucciie-
JIOBAHWSIMHM TIOCIIEIHUX JIET MPOAEMOHCTPUPOBAHO, YTO
HEHPOTEH3WH UrpaeT BaXKHYIO POJIb B PETYIISLINU OaaHca
HEHPOTPAHCMUTTEPHBIX AMUHOKHUCIIOT, KOTOPHIE, B CBOIO
ouepenp, OKa3bIBAIOT BozjeiicTBHe Ha JIA-eprudeckyro
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Puc. 3. Mexanusmsl Helipoperysiuuu, onocpenoBanusie HTP1-J12
KOMIIJIEKCOM B MIPUJICKAIIEM sape (B COOTBETCTBHU C KOHLETIIHEH
[117).

JIA — nodamun, I'myP — peuenrtops! rmyramara. HTP-1 — penenrops
HelipoTens3una (moxrum 1). 12 — penenrops! fodamuna (moxrun 2), TAM-
K4 — penenTtops! y-aMHHOMACIISIHON KUCIIOTHI (TIOATHII A).

cuctemy [11]. Kak ciemyer 3 KoHIENINH, PEACTABIICH-
Hoii L. Ferraro u coasr. [11], B npuiiexaiiem sape cylie-
CTBYET PELENTOPHBIA KOMILJIEKC, COCTOSIINHN U3 PEeUenTo-
poB Heiporensuna noaruna 1 (HTP1) u penenropos go-
¢damuHa J12. DTOT KOMIUIEKC pacroiiaraeTcsi IpeuMyIiecT-
BEHHO Ha OKOHYaHHUSIX AaKCOHOB INTyTaMaTeprHyecKuX
HENWpOHOB, nAyIwMX u3 Kopsl B [151. Heliporensun, Bo3aei-
ctBys Ha HTP1-/I2 xomrutekc, ymeHbiaer apGuHHOCTD
J2-peuentopoB k JIA Ha niyramMarepruyeckux TepMUHa-
JISX, 4TO MPUBOIUT K IMOBBIIIEHUIO BHICBOOOXKICHUS Iy~
tamara (puc. 3). BoamoxxHo, 0OHapykeHHOe B HAILlIMX HC-
CJIEJIOBAaHUSX TMOBBIIIEHUE BBICBOOOXKIEHUS TIIyTaMmara
IIPU BBEJICHUU JIUJICTITA OCYILECTBIISETCS 3a CYET MOJ00-
HOTO MEXaHHU3Ma.

L. Ferraro u coaBt. mojararot [11], 9To BHEKIETOUHOC
[OBBbIIIEHUE YpOBHs IiyTamara B I151, BeI3BaHHOE BBele-
HueMm HT, Benet Kk OTBETHOM aKTUBALIUK B 3TOU CTPYKTYpe
I'AMK-epruueckoili ummynbcanuu. Jlajee CcUTHAI OT
I'AMK-HeHpOHOB pacpoCTpaHsAeTCs B ABYX HallpaBJICHH-
sIX: OO Yepes3 KoJmarepalib, HAYIYI0 K OKOHYaHHUSAM J0-
(aMHHEpPTUYECKUX HEHPOHOB ME30JUMOMUYECKOTO ITyTH
[15], mubo depe3 BEHTpaNBHBIN CTPHATO-IATUTHIAPHBIN
I'AMK-epruuecknii iyte [11]. Hapymenne axtuBarmm
MIOCJIEIHETO NPUBOAUT K U3MEHEHUIO HEHpOperyisunu B
ME30IMMONYECKOH TIeTIIe, YTO BENET K PA3BUTHIO HEKOTO-
PBIX CUMIOTOMOB IIHW30(PEHUH, B YaCTHOCTH, KOTHUTHUB-
Horo aedumuta [15].

VYeunenne topmosHoro curHana ['AMK-epruuecknx
HEIPOHOB Yepe3 KoJulaTepalib IPUBOIUT K aKTUBALIUU pe-
uenropoB TAMK, Tuma, HaxoIsIMXCS HAa OKOHYAHHUSX
nohaMHHEPTHIeCKAX ~ HEHPOHOB — ME30JMMOUYECKOTO
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MyTH, U K MOCIEAYIOIIEMY CHUKEHHUIO BBICBOOOXKICHHUS
JA [11] (puc. 3). OGHapyKeHHOE HAMH YMEHBIIEHUE IKC-
TpakieTouHoro yposHs I'BK B mpuiexameMm snape, Bbl-
3BaHHOE JMJICTITOM, KaK MbI I0JIaraeM — Pe3yJbTaT CHH-
JKEHHOTO BBICBOOOXKIECHUS J[A B MEKCHHANTHYECKYIO
menb B 3Tol crpykrype. [lomoOusiid 3ddext, BepoarTHo,
BO3HHMKAET BCJIEJACTBHE IOBBIIICHUS BbICBOOOXKICHHUS
T'AMK B npuiexariiem sjipe nocie BBeJeHUs UIIeNTa.

Tl'umodynxuns NMD ,-perientopoB U CHUXKEHHE CKOPO-
ctu cunre3a TAMK paccMmarpuBaeTcs B HacTOsIIEE BpeMs
KaK Ba)KHas MPUYUHA KOTHUTHBHOTO JIe(DUIMTA TIPU IIH-
30¢penun [7, 8]. OOHapykeHHast HAMH CIIOCOOHOCTb JTH-
JIeTITa MOBBIIIATH BHEKJICTOYHOE COIEPKAHUE TIyTamara 1
TAMK B npuinexauieMm siipe coriacyercsl ¢ BbIABICHHBIM
paHee TOJIOKUTEIBHBIM BIMSHHEM 3TOTO JUICTHAA Ha
KOTHUTHUBHBIC (pyHKIUH [3].

B nenom, oOHapyxkeHHbIe HaMH 3PQEKThI THIenTa B
IIPUJIEKALLEM AJPE CXOAHBI C JEHCTBUEM HCXOIHOTO TPH-
nexanentuna HT, B ycrmoBusix ero moaBeneHUs! K 3TOH
cTpykType. TakuM 00pa3oM, IHIIEHT MOXKET paccMaTpH-
BaTbCsi B Kaye€CTBE CHUCTEMHO AKTHBHOIO IUIIENTHIHOTO
MHMETHKa HEHPOTEH3NHA, CIIOCOOHOTO YCTPaHITh HEHpo-
peryisiTopHbli aucOananc B ryramar-, TAMK- u JIA-ep-
FMYECKUX cHCcTeMax Ipuiekaiuero sapa. Ilpencrasien-
Hbl€ JJaHHblE HEHPOXMMHUYECKOTO aHaIM3a JWIENTa B CO-
YETAHUU C €r0 NOBEIEHUYECKUMH XapaKTePUCTHUKAMHU I10-
3BOJISIIOT  TTIO3ULMOHUPOBATh €ro KakK IOTEHLHAJIbHbIN
AQHTUIICUXOTHK.

BblBObl

1. B yCcroBusIX CUCTEMHOI'O BBE/ICHUS MJICTIT TOBBIIIA-
eT yposenb nryramara u TAMK B npuiexaiiem saape, T.e.
OKa3bIBaeT 3(PEKT aHATOTUYHBIN ACHCTBUIO HEHPOTCH3U-
Ha, BBOAUMOTO B 3Ty CTPYKTYDY.

2. CriocoOHOCTh JWJIENTa YBEIMYNBATH BHEKJICTOYHOEC
cogepkanue riyramara 1 FTAMK B npunexareM siipe co-
IJIacyeTcs C BBIABICHHBIM PaHEEe MOJOKHTEIBHBIM BITHS-
HHEM 3TOTO JUIICTITH/IA Ha KOTHUTUBHEIC (DYHKITHH.

JINTEPATYPA

1. M. B. Konnamesckas, B. C. Kynpun, JI. A. ManukoBa u 1p.,
bion. sxenep. buon., 141(5), 599 — 601 (2006).

2. P. V. Ocrposckast, H. A. Kpynuna, T. A. I'ynamesa u ap., Oxc-
nep. u kaun. gpapmaron., 712(5), 3 — 7 (2009).

3. P. V. Ocrposckas, M. B. Pertonckas, JI. C. I'yzeBarbix u ap.,
Okcnep. u kaun. papmaxon., 68(1), 3 — 6 (2005).

4. C. b. Cepenenun, T. A. Boponuna, Ilamenm P®D Ne 2091390,
(1998).

5. B. Kinkead and C. B. Nemeroff, Neurol Disord Drug Targets,
5(2), 205 — 218 (20006).

6. C. B. Nemeroff, B. Levant, B. Myers, et al., Acad Sci., Ne 668,
146 — 56 (1992).

7. D. C. Javitt, Integrating the Neurobiology of Schizophrenia, A.
Abi-Dargham and O. Guillin (eds.), Elsevier Inc, London
(2007), 70 — 96.

8. D.R. Grayson, Y. Chen, E. Dong, et al., Epigenetics, 4(3),
144 — 149 (2009).

9. E. B. Binder, B. Kinkead, M. J. Owens, C. B. Nemeroff, Phar-
macol Rev., 53(4), 453 — 486 (2001).



12

10. G. Paxinos, C. Watson, The Rat Brain in Stereotaxic
Coordinates, 5th ed., Elsevier Academic Press, Amsterdam,
Boston (2005).

11. L. Ferraro, M. C. Tomasini, K Fuxe, et al., Brain Res Rev.,
55(1), 144 — 154 (2007).

12. M. Boules, P. Fredrickson, E. Richelson., Peptides., 27(10),
2523 —2533 (2006).

E. B. llly6ennna u ap.

14. T. A. Gudasheva, T. A. Voronina, R. U. Ostrovskaya, et al., J.
Med. Chem., 41(3), 284 — 290 (1998).

15. W. T. O’Connor, J. Neurosci Methods, 109(1), 31 —39 (2001).

16. Y. Smith, Dopamine and Glutamate in Psychiatric Disorders,
W. J. Schmidt, E. A. Reith, Maarten (eds.), Humana Press Inc.,
Totowa, New Jersey (2005), 65 — 70.

Moctynuna 08.06.10

13. M. M. Torregrossa and P. W. Kalivas, J. Pharmacol. Exp. Ther.,
25(2):556 — 566 (2008).

EFFECT OF DIPEPTIDE NEUROTENSIN ANALOG DILEPT ON EXTRACELLULAR
CONCENTRATIONS OF GLUTAMATE, GABA AND HVA IN N. ACCUMBENS OF RAT BRAIN

E. V. Shubenina, V. S. Kudrin, P. M. Klodt, V. B. Narkevich, T. A. Gudasheva, and R. U. Ostrovskaya

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

The influence of dilept (GZR-123, N-caproyl-L-prolyl-L-tyrosine methyl ester) — a dipeptide analog of neurotensin (NT) — on extracellular concentration of
glutamate, y-aminobutyric acid (GABA) and homovanillic acid (HVA) in n. accumbens of Wistar rats has been studied. By means of microdialysis, it was
shown that dilept increases the concentrations of glutamate and GABA and decreases the HVA content in n. accumbens. These effects of dilept are similar to
those produced by NT introduced into n. accumbens. Thus, dilept can be considered as a systemically active dipeptide analog of NT, which is capable of modu-
lating the dysbalance of glutamate-, GABA-, and dopaminergic systems of n. accumbens. These neurochemical data taken together with previously established
behavioral effects of dilept suggest that this dipeptide is a potential antipsychotic drug.
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