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Â ÃÓ ÍÈÈ ôàðìàêîëîãèè èì Â. Â. Çàêóñîâà ÐÀÌÍ ñîçäàí ðÿä äåðèâàòîâ ïðîëèë-òè-

ðîçèíà, êîòîðûå ÿâëÿþòñÿ, ñ îäíîé ñòîðîíû, àíàëîãàìè �-ïîâîðîòíîé ñòðóêòóðû àê-

òèâíîãî ôðàãìåíòà íåéðîòåíçèíà (NT8–13), à ñ äðóãîé — èìèòèðóþò ñòðóêòóðó àòèïè÷-

íîãî íåéðîëåïòèêà ñóëüïèðèäà. Èç ðÿäà àíàëîãîâ íà îñíîâàíèè âûñîêîé íåéðîëåïòè-

÷åñêîé àêòèâíîñòè îòîáðàíî ñîåäèíåíèå äèëåïò (ÃÇÐ-123), ïðåäñòàâëÿþùåå

ìåòèëîâûé ýôèð N-êàïðîèë-L-ïðîëèë-L-òèðîçèíà. Â äàííîé ðàáîòå èññëåäîâàëè âëèÿ-

íèå äèëåïòà íà óðîâåíü ñïîíòàííîãî è K+-ñòèìóëèðîâàííîãî âûñâîáîæäåíèÿ ýíäîãåí-

íîãî ãëóòàìàòà ñðåçàìè êîðû áîëüøîãî ìîçãà êðûñ. Äèëåïò â êîíöåíòðàöèÿõ 10 – 5 è

10 – 6 Ì óìåíüøàë ñòèìóëèðîâàííîå âûñâîáîæäåíèå àìèíîêèñëîòû. Îïèñàííûé ýô-

ôåêò ìîæåò ëåæàòü â îñíîâå ìåõàíèçìà íåéðîïðîòåêòîðíîãî äåéñòâèÿ ýòîãî íåéðîëåï-

òèêà.

Êëþ÷åâûå ñëîâà: ïåïòèäîìèìåòèê íåéðîòåíçèíà, àòèïè÷íûé íåéðîëåïòèê, äèëåïò,

âûñâîáîæäåíèå ãëóòàìàòà, íåéðîïðîòåêòîðíûå ñâîéñòâà

ÂÂÅÄÅÍÈÅ

Ìíîãî÷èñëåííûìè èññëåäîâàíèÿìè ïîñëåäíèõ ëåò

âûÿâëåíà âàæíàÿ ðîëü ýíäîãåííîãî ïåïòèäà íåéðîòåí-

çèíà (ÍÒ) â ïàòîãåíåçå øèçîôðåíèè. Íàáëþäàåòñÿ ÷åò-

êàÿ êîððåëÿöèÿ òÿæåñòè ñèìïòîìîâ øèçîôðåíèè ñî

ñòåïåíüþ ãèïîôóíêöèè ÍÒ-ñèñòåìû. Äàííûå î òåñíîé

íåéðîàíàòîìè÷åñêîé è ôóíêöèîíàëüíîé âçàèìîñâÿçè

ÍÒ- è äîôàìèí(ÄÀ)-åðãè÷åñêîé ñèñòåì, ñõîäñòâå ïðî-

ôèëÿ ôàðìàêîëîãè÷åñêîé àêòèâíîñòè ÍÒ è àíòèïñèõî-

òè÷åñêèõ ñðåäñòâ, à òàêæå îá óñèëåíèè ïîä äåéñòâèåì

íåéðîëåïòèêîâ ñèíòåçà è âûñâîáîæäåíèÿ ÍÒ ïîçâîëè-

ëè âûäâèíóòü ãèïîòåçó î ðîëè ýòîãî òðèäåêàïåïòèäà â

êà÷åñòâå ýíäîãåííîãî àíòèïñèõîòèêà [16]. Ôàðìàêîëî-

ãè÷åñêèå ñâîéñòâà ÍÒ ìîãëè áû íàéòè ïðèìåíåíèå â

êëèíè÷åñêîé ïðàêòèêå, îäíàêî, ñëîæíàÿ ïåïòèäíàÿ

ñòðóêòóðà, îáóñëîâëèâàþùàÿ íèçêóþ áèîäîñòóïíîñòü

è íåñïîñîáíîñòü ïðîíèêàòü ÷åðåç ãåìàòîýíöåôàëè÷å-

ñêèé áàðüåð (ÃÝÁ), äåëàþò íåâîçìîæíûì åãî èñïîëü-

çîâàíèå â êà÷åñòâå ëåêàðñòâåííîãî ïðåïàðàòà.

Èñõîäÿ èç ïîëîæåíèÿ î âîçìîæíîñòè èìèòàöèè áèî-

ëîãè÷åñêèõ ýôôåêòîâ ñëîæíûõ ýíäîãåííûõ ïåïòèäîâ

ïðîñòåéøèìè àíàëîãàìè, âîñïðîèçâîäÿùèìè ñòðóêòó-

ðó èõ àêòèâíîãî öåíòðà è íåïåïòèäíîãî íåéðîòðîïíî-

ãî ïðåïàðàòà ñ ñîîòâåòñòâóþùåé àêòèâíîñòüþ, â ÃÓ

ÍÈÈ ôàðìàêîëîãèè èì. Â. Â. Çàêóñîâà ÐÀÌÍ Ò. À. Ãó-

äàøåâîé ñîçäàí ðÿä ñîåäèíåíèé, ÿâëÿþùèõñÿ ïåïòè-

äîìèìåòèêàìè �-ïîâîðîòíîé ñòðóêòóðû àêòèâíîãî

ó÷àñòêà íåéðîòåíçèíà (ÍÒ8–13) è èìåþùèå ñòðóêòóð-

íîå ñõîäñòâî ñ àòèïè÷íûì íåéðîëåïòèêîì ñóëüïèðè-

äîì [2, 13]. Âûïîëíåíî ôàðìàêîëîãè÷åñêîå èçó÷åíèå

áîëåå ÷åì 30 ñîåäèíåíèé ýòîãî ðÿäà [7, 9], èç êîòîðûõ

íà îñíîâàíèè íàèáîëåå âûðàæåííîé íåéðîëåïòèêî-ïî-

äîáíîé àêòèâíîñòè îòîáðàí äëÿ ïîäðîáíîãî èçó÷åíèÿ

ìåòèëîâûé ýôèð N-êàïðîèë-L-ïðîëèë-L-òèðîçèíà

(ÃÇÐ-123, äèëåïò). Èçó÷åíèå ôàðìàêîëîãè÷åñêèõ

ñâîéñòâ ýòîãî ñîåäèíåíèÿ âûÿâèëî íàëè÷èå ó íåãî äî-

ôàìèíîíåãàòèâíîé àêòèâíîñòè, ïðîÿâëÿþùåéñÿ â ñïî-

ñîáíîñòè îñëàáëÿòü àïîìîðôèíîâóþ âåðòèêàëèçàöèþ,

ñòåðåîòèïèþ, âûçâàííóþ L-DOPA, óñòðàíÿòü íàðóøå-

íèÿ ýêñòðàïîëÿöèîííîãî ïîâåäåíèÿ, âûçâàííûå ìàäî-

ïàðîì [1]. Äèàïàçîí ýôôåêòèâíûõ äîç äèëåïòà ñîñòàâ-

ëÿåò 0,4 – 4 ìã�êã. Íåéðîõèìè÷åñêèé àíàëèç ýôôåêòîâ

ïðåïàðàòà âûÿâèë åãî ñïîñîáíîñòü èçáèðàòåëüíî óñè-

ëèâàòü îáîðîò äîôàìèíà (ÄA) â n. accumbens, ÷òî õà-

ðàêòåðíî äëÿ äåéñòâèÿ àòèïè÷íûõ íåéðîëåïòèêîâ ðàç-

ëè÷íîé ñòðóêòóðû [8].

Èçâåñòíî, ÷òî òå÷åíèå øèçîôðåíèè, îñîáåííî â

ïîçäíåé ñòàäèè çàáîëåâàíèÿ, ñîïðîâîæäàåòñÿ ðàçâèòè-

åì íåéðîäåãåíåðàòèâíûõ ïðîöåññîâ. Ïðè ýòîì, åñëè â

ðàçâèòèè ïîçèòèâíîé ñèìïòîìàòèêè âåäóùàÿ ðîëü

ïðèïèñûâàåòñÿ ãèïåðàêòèâíîñòè äîôàìèíîâîé ñèñòå-

ìû â ñî÷åòàíèè ñ ãèïîàêòèâíîñòüþ ãëóòàìàòíîé ñèñ-

òåìû, â ïîÿâëåíèè íåéðîäåãåíåðàòèâíûõ èçìåíåíèé

âåäóùàÿ ðîëü ïðèïèñûâàåòñÿ ÷ðåçìåðíîé àêòèâàöèè

ãëóòàìàòåðãè÷åñêèõ ïðîöåññîâ, âåäóùåé ê ãèáåëè íåé-

ðîíîâ êîðû áîëüøîãî ìîçãà, îñîáåííî åå ïðåôðîíòà-
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ëüíûõ îòäåëîâ [12]. Â ñâÿçè ñ ýòèì öåëüþ íàñòîÿùåãî

èññëåäîâàíèÿ ÿâèëîñü èçó÷åíèå âëèÿíèÿ äèëåïòà íà

óðîâåíü ñïîíòàííîãî è ñòèìóëèðîâàííîãî âûñâîáîæ-

äåíèÿ ãëóòàìàòà ñðåçàìè êîðû ìîçãà êðûñ êàê îäíîãî

èç âîçìîæíûõ ìåõàíèçìîâ åãî íåéðîïðîòåêòîðíîãî

ýôôåêòà.

ÌÅÒÎÄÛ ÈÑÑËÅÄÎÂÀÍÈß

Ýêñïåðèìåíòû âûïîëíåíû íà êðûñàõ-càìöàõ ëèíèè

Âèñòàð (ïèòîìíèê Ñòîëáîâàÿ ÐÀÍ) ìàññîé 180 – 220 ã,

ñîäåðæàâøèõñÿ â ñòàíäàðòíûõ óñëîâèÿõ âèâàðèÿ ïðè

ñâîáîäíîì äîñòóïå ê âîäå è ïèùå.

Ïîñëå íàðêîòèçàöèè ïåíòîáàðáèòàëîì (50 ìã�êã

âíóòðèáðþøèííî) êðûñ äåêàïèòèðîâàëè è èçâëåêàëè

ãîëîâíîé ìîçã. Íà ëüäó ïðîèçâîäèëè èññå÷åíèå ôðîí-

òàëüíîé êîðû, çàòåì ñ ïîìîùüþ âèáðàòîìà (Lancer

Vibratome Series 1000, ÑØÀ) ãîòîâèëè ñðåçû äàííîé

ñòðóêòóðû ìîçãà òîëùèíîé 300 ìêì. Ïîëó÷åííûå ñðå-

çû ïîìåùàëè â ïåðôóçèîííûå êàìåðû îáúåìîì

400 ìêë. Ïîñòîÿííàÿ ñêîðîñòü ïðîòîêà æèäêîñòè ÷åðåç

êàìåðû (200 ìêë�ìèí) îáåñïå÷èâàëàñü ñ ïîìîùüþ ïå-

ðèñòàëüòè÷åñêîãî íàñîñà ôèðìû “Zaling” (Ïîëüøà).

Ñóïåðôóçèþ ñðåçîâ ìîçãà ïðîâîäèëè ïðè 37 °C â ðàñ-

òâîðå Êðåáñà — Ðèíãåðà ñëåäóþùåãî ñîñòàâà: 124 ìM

NaCl, 5 ìM KCl, 1,25 ìM NaH2PO4, 2 ìM MgSO4,

2 ìM CaCl2, 26 ìM NaHCO3, 15 ìM HEPES è 10 ìM

ãëþêîçû [14, 18]. Íà ïåðâîì ýòàïå èññëåäîâàíèé îöå-

íèâàëè óðîâåíü ñïîíòàííîãî è ñòèìóëèðîâàííîãî âû-

ñâîáîæäåíèÿ ãëóòàìàòà áåç âîçäåéñòâèÿ ïðåïàðàòà.

Ïîñëå 40-ìèíóòíîãî ñòàáèëèçàöèîííîãî ïåðèîäà, â òå-

÷åíèå êîòîðîãî íå áðàëè ïðîáû äëÿ àíàëèçà, ñîáèðàëè

øåñòü äâóõìèíóòíûõ ôðàêöèé äëÿ ïîñëåäóþùåãî èç-

ìåðåíèÿ óðîâíÿ ñïîíòàííîãî âûñâîáîæäåíèÿ ãëóòàìà-

òà. Äëÿ èçó÷åíèÿ ñòèìóëèðîâàííîãî âûñâîáîæäåíèÿ

ãëóòàìàòà êîíöåíòðàöèþ KCl â èíêóáàöèîííîé ñðåäå

óâåëè÷èâàëè ñ 5 ìM äî 45 ìM ñ ýêâèìîëÿðíûì ñíèæå-

íèåì êîíöåíòðàöèè NaCl; äàëåå ñîáèðàëè âîñåìü

äâóõìèíóòíûõ ôðàêöèé.

Íà ñëåäóþùåì ýòàïå ðàáîòû èññëåäîâàëè âëèÿíèå

äèëåïòà íà óðîâåíü ñïîíòàííîãî è ñòèìóëèðîâàííîãî

âûñâîáîæäåíèÿ ãëóòàìàòà. Ñ ýòîé öåëüþ ïîñëå 40-ìè-

íóòíîãî ñòàáèëèçàöèîííîãî ïåðèîäà è ñáîðà øåñòè

äâóõìèíóòíûõ ôðàêöèé ñî ñïîíòàííûì âûñâîáîæäå-

íèåì ãëóòàìàòà â ðàñòâîð Êðåáñà-Ðèíãåðà äîáàâëÿëè

ïåïòèä â êîíöåíòðàöèÿõ 10 – 5 èëè 10 – 6 Ì è ñîáèðàëè

øåñòü äâóõìèíóòíûõ ôðàêöèé. Çàòåì ïåðôóçèîííóþ

ñðåäó çàìåíÿëè íà ðàñòâîð Êðåáñà — Ðèíãåðà áåç äè-

ëåïòà è ñîáèðàëè øåñòü äâóõìèíóòíûõ ôðàêöèé ñî

ñïîíòàííûì âûñâîáîæäåíèåì ãëóòàìàòà. Íà ïîñëåä-

íåì ýòàïå â ðàñòâîðå Êðåáñà — Ðèíãåðà îäíîâðåìåííî

óâåëè÷èâàëè êîíöåíòðàöèþ KCl äî 45 ìÌ è äîáàâëÿ-

ëè ïåïòèä â êîíöåíòðàöèÿõ 10 – 5 èëè 10 – 6 Ì; ñîáèðà-

ëè øåñòü äâóõìèíóòíûõ ôðàêöèé. Â êàæäóþ îòîáðàí-

íóþ ïðîáó ñ ïåðôóçàòîì äîáàâëÿëè 50 ìêë 1 í HClO4 â

ïðîïîðöèè 1:10 îò îáùåãî îáúåìà, çàìîðàæèâàëè è

õðàíèëè ïðè òåìïåðàòóðå –20 °C äëÿ ïîñëåäóþùåãî

èçìåðåíèÿ êîíöåíòðàöèè ãëóòàìàòà ìåòîäîì âûñîêî-

ýôôåêòèâíîé æèäêîñòíîé õðîìàòîãðàôèè ñ ôëóîðåñ-

öåíòíûì äåòåêòîðîì (ÂÝÆÕ�ÔÄ) [17].

Ïîäâèæíîé ôàçîé ñëóæèë 0,05 Ì íàòðèéôîñôàò-

íûé áóôåð c 0,025 ìÌ ÝÄÒÀ è 5 % àöåòîíèòðèëà. Ê

25 ìêë ïåðôóçàòà äîáàâëÿëè 25 ìêë 0,01 ìã�ìë âíóò-

ðåííåãî ñòàíäàðòà L-ãîìîñåðèíà â 0,2 í NaOH è

10 ìêë î-ôòàëüàëüäåãèä-ñóëüôèòíîãî ðåàêòèâà â 0,1 Ì

áîðàòíîì áóôåðå (pH 9,5) äëÿ äåðèâàòèçàöèè àìèíî-

êèñëîò. Â êà÷åñòâå ñòàíäàðòà èñïîëüçîâàëè ðàñòâîð,

ñîäåðæàùèé ãëóòàìàò â êîíöåíòðàöèè 0,2 ìã�ìë â

0,1 í HClO4. Ïîñëå 15 ìèí èíêóáàöèè ïðè òåìïåðàòó-

ðå 37 °C 25 ìêë ñìåñè íàíîñèëè íà êîëîíêó Agilent

Hypersil ODS 5 ìêì, 4,6 � 250 (îáúåì ïåòëè 5 ìêë)

õðîìàòîãðàôà Agilent 1100 (ÑØÀ). Êîíöåíòðàöèþ

ãëóòàìàòà âû÷èñëÿëè ïðè ïîìîùè ïðîãðàììíîãî îáåñ-

ïå÷åíèÿ “Chemstation Agilent” (ÑØÀ); êîíå÷íûé ðåçó-

ëüòàò âûðàæàëè â íÌ�ìã òêàíè çà 2 ìèí.

Ñòàòèñòè÷åñêèé àíàëèç ïîëó÷åííûõ ðåçóëüòàòîâ

ïðîâîäèëè ñ ïîìîùüþ êîìïüþòåðíîé ïðîãðàììû Bi-

ostat ñ èñïîëüçîâàíèåì íåïàðàìåòðè÷åñêîãî U-êðèòå-

ðèÿ Âèëêîêñîíà-Ìàííà-Óèòíè. Ðåçóëüòàòû ïðåäñòàâ-

ëåíû â âèäå M � S. E. M.

ÐÅÇÓËÜÒÀÒÛ È ÈÕ ÎÁÑÓÆÄÅÍÈÅ

Ïðè àíàëèçå ðåçóëüòàòîâ ïîëó÷åííûõ èññëåäîâàíèé

ïîêàçàíî, ÷òî óðîâåíü êàëèåâîé ñòèìóëÿöèè ãëóòàìàòà

â êîíòðîëüíûõ ïðîáàõ ñîñòàâèë 360 % ïî îòíîøåíèþ

ê ñïîíòàííîìó óðîâíþ. Êðèâàÿ ïîñëåäîâàòåëüíîãî èç-

ìåðåíèÿ óðîâíÿ âûñâîáîæäåíèÿ ãëóòàìàòà ïîêàçàíà íà

ðèñóíêå. Ïîëó÷åííûå äàííûå â öåëîì ñîãëàñóþòñÿ ñ

ðåçóëüòàòàìè äðóãèõ èññëåäîâàíèé, âûïîëíåííûõ â

ñõîäíûõ óñëîâèÿõ [11, 15].

4 Ê. Ñ. Óñ è äð.
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Âëèÿíèå äèëåïòà íà âûñâîáîæäåíèå ãëóòàìàòà ñðåçàìè êîðû
áîëüøîãî ìîçãà êðûñ.

Ïî îñè îðäèíàò — êîíöåíòðàöèÿ ãëóòàìàòà, % ïî îòíîøåíèþ ê óðîâíþ
ñïîíòàííîãî âûñâîáîæäåíèÿ, ïî îñè àáñöèññ — âðåìÿ. 1 — êîíòðîëü, 2
— äèëåïò 10 – 6, 3 — äèëåïò 10 – 5.
Ñòðåëêà — ââåäåíèå KCl (45 ìÌ).



Äèëåïò íå îêàçûâàë âëèÿíèÿ íà óðîâåíü ñïîíòàííî-

ãî âûñâîáîæäåíèÿ ãëóòàìàòà. Íàðÿäó ñ ýòèì îí ñóùå-

ñòâåííî ñíèæàë Ê+-ñòèìóëèðîâàííîå âûñâîáîæäåíèå

ãëóòàìàòà: äî 232 % â êîíöåíòðàöèè 10 – 5 Ì (p < 0,05 â

ñðàâíåíèè ñ óðîâíåì ñòèìóëèðîâàííîãî âûñâîáîæäå-

íèÿ â êîíòðîëüíûõ ïðîáàõ) è äî 296 % â êîíöåíòðàöèè

10 – 6 Ì (ðèñóíîê).

Êàê ïîêàçàíî ðàíåå, äèëåïò õàðàêòåðèçóåòñÿ ñâîå-

îáðàçíûì ñïåêòðîì íåéðîòðîïíîé àêòèâíîñòè [3]. Åãî

îòëè÷èåì îò èçâåñòíûõ íåéðîëåïòèêîâ (êàê òèïè÷íûõ,

òàê è àòèïè÷íûõ) ÿâëÿåòñÿ ñïîñîáíîñòü óëó÷øàòü êîã-

íèòèâíûå ôóíêöèè. Èçâåñòíî, ÷òî íåéðîëåïòèêè, ïî

êðàéíåé ìåðå ôåíîòèàçèíîâîãî è áóòèðîôåíîíîâîãî

ðÿäîâ, âûçûâàþò ðàçîáùåíèå äûõàòåëüíîãî ôîñôîðè-

ëèðîâàíèÿ è â ñâÿçè ñ ýòèì óõóäøàþò âûæèâàåìîñòü

íåéðîíîâ â óñëîâèÿõ ãèïîêñèè [4, 10]. Äèëåïò, íàïðî-

òèâ, ïðîÿâèë íåéðîïðîòåêòîðíîå äåéñòâèå. Â ýêñïåðè-

ìåíòàõ ñ ôîòîèíäóöèðîâàííîé èøåìèåé ïðåôðîíòàëü-

íîé êîðû ïîêàçàíî, ÷òî ïðåïàðàò óìåíüøàë ïëîùàäü

èøåìè÷åñêîãî ïîðàæåíèÿ ìîçãà [6], à â îïûòàõ íà íåé-

ðîíàëüíîé êóëüòóðå ïîâûøàë âûæèâàåìîñòü íåéðî-

íîâ, ïîäâåðãíóòûõ äåéñòâèþ òîêñè÷åñêèõ êîíöåíòðà-

öèé ãëóòàìàòà [5]. Âûÿâëåííûé â íàñòîÿùåé ðàáîòå

ýôôåêò ñíèæåíèÿ ïðåïàðàòîì âûñâîáîæäåíèÿ ãëóòà-

ìàòà ìîæåò ñîñòàâèòü îäèí èç ìåõàíèçìîâ íåéðîïðî-

òåêòîðíîãî äåéñòâèÿ äèëåïòà è îáóñëîâèòü åãî ñïîñîá-

íîñòü îñëàáëÿòü ïðîöåññû íåéðîäåãåíåðàöèè.

ÂÛÂÎÄÛ

1. Âîñïðîèçâåäåí ýôôåêò âûçâàííîé êàëèåì ñòèìó-

ëÿöèè âûñâîáîæäåíèÿ ãëóòàìàòà ñðåçàìè êîðû ãîëîâ-

íîãî ìîçãà êðûñ.

2. Ïîêàçàíî, ÷òî îðèãèíàëüíûé äèïåïòèäíûé ìèìå-

òèê íåéðîòåíçèíà äèëåïò âûçûâàåò äîçî-çàâèñèìîå ñíè-

æåíèå ñòèìóëèðîâàííîãî âûñâîáîæäåíèÿ ãëóòàìàòà.

Àâòîðû âûðàæàþò èñêðåííþþ áëàãîäàðíîñòü

Ê. Ñ. Ðàåâñêîìó, Ì. Â. Óãðþìîâó è À. ß. Ñàïðîíîâîé

çà ïðåäîñòàâëåííóþ âîçìîæíîñòü è ìåòîäè÷åñêóþ ïî-

ìîùü â ïðîâåäåíèè ýêñïåðèìåíòîâ, à òàêæå öåííûå

ñîâåòû.

Ðàáîòà âûïîëíåíà ïðè ïîääåðæêå ãðàíòà ÐÔÔÈ

06-04-48325 à.
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DECREASE IN THE GLUTAMATE RELEASE MAY CONTRIBUTE
TO THE NEUROPROTECTIVE ACTION OF THE NOVEL NEUROLEPTIC DRUG DILEPT

K. S. Us, P. M. Klodt, V. S. Kudrin, N. V. Arhipenko, Ò. À. Gudasheva, and R. U. Ostrovskaya

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

Dilept (GZR-123, N-caproyl-L-prolyl-L-tyrosine methyl ester), designed and synthesized at the Zakusov Institute of Pharmacology, was chosen as one of

the most effective compounds from a series of N-acylprolyltyrosine derivatives having common pharmacophores with �-turn of neurotensin (NT8–13) and repe-
ating the structure of a nonpeptide prototype, the atypical neuroleptic sulpiride. The aim of this study was to evaluate the effect of dilept on the level of sponta-
neous and K+-stimulated release of glutamate. The experiments were performed in vitro on the cortical brain slices of male Wistar rats. Dilept used in concent-

rations 10 – 5 and 10 – 6 mole�liter did not affect the spontaneous release of glutamate though markedly decreased the K+-stimulated release. A decrease in the
glutamate release under the action of the neuroleptic could contribute to the neuroprotective activity of dilept.
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