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ÑÂÎÉÑÒÂ ÃÁ-115

Ë. Ã. Êîëèê1

Ðàíåå ïîêàçàíî, ÷òî ÃÁ-115, äèïåïòèäûé àíàëîã ýíäîãåííîãî õîëåöèñòîêèíèíà, îá-

ëàäàåò àíêñèîëèòè÷åñêèìè ñâîéñòâàìè, ïðîÿâëÿþùèìèñÿ ïðåèìóùåñòâåííî ó æèâîò-

íûõ ñ “ïàññèâíûì” ôåíîòèïîì ýìîöèîíàëüíî-ñòðåññîâîé ðåàêöèè. Öåëüþ íàñòîÿùåé

ðàáîòû ÿâèëîñü èçó÷åíèå âîçìîæíûõ àíòèäåïðåññèâíûõ ñâîéñòâ ñîåäèíåíèÿ ÃÁ-115 â

òåñòå “âûíóæäåííîãî ïëàâàíèÿ” íà áåñïîðîäíûõ è èíáðåäíûõ ìûøàõ ëèíèé BALB�c

è Ñ57ÂL�6 ñ ðàçëè÷íûì óðîâíåì òðåâîæíîñòè. Óñòàíîâëåíî, ÷òî ÃÁ-115 (0,025 ìã�êã

âíóòðèáðþøèííî) çíà÷èòåëüíî ñîêðàùàåò âðåìÿ èììîáèëèçàöèè ó âñåõ æèâîòíûõ,

óñòóïàÿ àìèòðèïòèëèíó (10 ìã�êã). Îòñóòñòâèå âëèÿíèÿ ÃÁ-115 íà ñïîíòàííóþ äâèãà-

òåëüíóþ àêòèâíîñòü ìûøåé âíå ñòðåññîâîé ñèòóàöèè ïîçâîëÿåò ïðåäïîëîæèòü íàëè-

÷èå àíòèäåïðåññèâíîãî êîìïîíåíòà â ñïåêòðå ôàðìàêîëîãè÷åñêîé àêòèâíîñòè ÃÁ-115,

ïðîÿâëåíèå êîòîðîãî íå çàâèñèò îò ôåíîòèïà ýìîöèîíàëüíî-ñòðåññîâîé ðåàêöèè.

Êëþ÷åâûå ñëîâà: ìûøè BALB�c è C57BL�6, àíòèäåïðåññèâíîå äåéñòâèå, àíòàãîíèñò

ÕÖÊ2-ðåöåïòîðîâ

ÂÂÅÄÅÍÈÅ

Ñîãëàñíî ýïèäåìèîëîãè÷åñêèì îöåíêàì ÂÎÇ, äå-

ïðåññèÿ ÿâëÿåòñÿ îäíèì èç ðàñïðîñòðàíåííûõ ïñèõè-

÷åñêèõ çàáîëåâàíèé è îõâàòûâàåò îêîëî 21 % íàñåëå-

íèÿ [12]. Íåñìîòðÿ íà ïîïóëÿðíîñòü ìîíîàìèíåðãè÷å-

ñêîé ãèïîòåçû, â ñîîòâåòñòâèè ñ êîòîðîé ñèìïòîìû äå-

ïðåññèè, òàêèå êàê àãåäîíèÿ, ïîòåðÿ àïïåòèòà,

íåîáîñíîâàííîå ÷óâñòâî âèíû, ïñèõîìîòîðíîå âîçáó-

æäåíèå, ÿâëÿþòñÿ ðåçóëüòàòîì íàðóøåíèÿ ñåðîòîíè-

íåðãè÷åñêèõ, àäðåíåðãè÷åñêèõ è äîôàìèíåðãè÷åñêèõ

ïðîöåññîâ â ÖÍC, â ïîñëåäíèå ãîäû âûðîñ èíòåðåñ ê

öåíòðàëüíûì ïåïòèäåðãè÷åñêèì ñèñòåìàì êàê ìèøå-

íÿì äëÿ ñîçäàíèÿ íîâûõ àíòèäåïðåññàíòîâ [7 – 9, 11].

Ñåãîäíÿ èìåþòñÿ îñíîâàíèÿ ïîëàãàòü, ÷òî àêòèâíîñòü

õîëåöèñòîêèíèíîâîé (ÕÖÊ) ñèñòåìû ñîïðÿæåíà ñ ðÿ-

äîì íåéðîõèìè÷åñêèõ ïðîöåññîâ, âîâëå÷åííûõ â ôîð-

ìèðîâàíèå ýìîöèîíàëüíûõ ñîñòîÿíèé, îáóñëîâëåííûõ

îïèîèäåðãè÷åñêèìè è äîôàìèíåðãè÷åñêèìè ìåõàíèç-

ìàìè, è â ýòîì ñìûñëå ÕÖÊ-ñèñòåìà ìîæåò ðàññìàòðè-

âàòüñÿ â êà÷åñòâå ìèøåíè äëÿ òåðàïèè äåïðåññèâíûõ

ñîñòîÿíèé. Ðàíåå ïîêàçàíî, ÷òî ñîåäèíåíèå ÃÁ-115,

äèïåïòèäíûé àíàëîã ýíäîãåííîãî õîëåöèñòîêèíèíà,

ñèíòåçèðîâàííûé â ÍÈÈ ôàðìàêîëîãèè èì. Â. Â. Çàêó-

ñîâà ÐÀÌÍ [1], îáëàäàåò âûðàæåííûìè àíêñèîëèòè÷å-

ñêèìè ñâîéñòâàìè ïðåèìóùåñòâåííî ó æèâîòíûõ ñ

“ïàññèâíîé” ðåàêöèåé íà ýìîöèîíàëüíûé ñòðåññ [2].

Öåëüþ íàñòîÿùåé ðàáîòû ÿâèëîñü èçó÷åíèå àíòèäå-

ïðåññèâíûõ ñâîéñòâ ñîåäèíåíèÿ ÃÁ-115 â òåñòå “âûíó-

æäåííîå ïëàâàíèå” íà æèâîòíûõ ñ ðàçëè÷íûì ôåíîòè-

ïîì ýìîöèîíàëüíî-ñòðåññîâîé ðåàêöèè.

ÌÅÒÎÄÛ ÈÑÑËÅÄÎÂÀÍÈß

Ýêñïåðèìåíòû ïðîâîäèëè íà áåñïîðîäíûõ ìû-
øàõ-ñàìöàõ ìàññîé 18 – 22 ã è èíáðåäíûõ ìûøàõ-ñàì-

öàõ ëèíèè BALB�c è C57BL�6 ìàññîé 20 – 22 ã (ïè-
òîìíèê Ñòîëáîâàÿ ÐÀÌÍ). Æèâîòíûõ ñîäåðæàëè ïî
15 îñîáåé â êëåòêå â ñòàíäàðòíûõ óñëîâèÿõ âèâàðèÿ
ÍÈÈ ôàðìàêîëîãèè èì. Â. Â. Çàêóñîâà ÐÀÌÍ ñî ñâî-
áîäíûì äîñòóïîì ê âîäå è áðèêåòèðîâàííîìó êîðìó â
òå÷åíèå 10 äíåé äî íà÷àëà òåñòèðîâàíèÿ ïðè åñòåñò-
âåííîì îñâåùåíèè. Â ðàáîòå èñïîëüçîâàëè òåñò “âû-
íóæäåííîãî ïëàâàíèÿ”, âûïîëíåííûé â ñîîòâåòñòâèè ñ
ìåòîäîì Ïîðñîëòà [15]. Âåðòèêàëüíûé ñòåêëÿííûé öè-
ëèíäð (âûñîòà 25 ñì, 14 ñì â äèàìåòðå) íàïîëíÿëè âî-
äîé (25 °C) íà ãëóáèíó 20 ñì. Äëÿ òåñòèðîâàíèÿ êàæ-
äîå æèâîòíîå ïîìåùàëè â öèëèíäð íà 6 ìèí. Ðåãèñò-
ðèðîâàëè ëàòåíòíûé ïåðèîä ïåðâîãî çàâèñàíèÿ è ïðî-
äîëæèòåëüíîñòü èììîáèëèçàöèè. Âëèÿíèå ÃÁ-115 íà
ñïîíòàííóþ äâèãàòåëüíóþ àêòèâíîñòü (ÑÄÀ) ìûøåé
èçó÷àëè íà ïðèáîðå Optovarimex (“Columbus
Instruments”, ÑØÀ). ÑÄÀ ôèêñèðîâàëè â òå÷åíèå
10 ìèí ñ ïîìîùüþ èíôðàêðàñíûõ äàò÷èêîâ. Ïîëó÷åí-
íàÿ âåëè÷èíà äâèãàòåëüíîé àêòèâíîñòè áûëà ñóììàð-
íîé äëÿ òðåõ èñïûòóåìûõ æèâîòíûõ. Ñîåäèíåíèå
ÃÁ-115 ââîäèëè æèâîòíûì â âèäå ñóñïåíçèè ñ Òâèí-80
çà 20 ìèí äî òåñòèðîâàíèÿ. Â êà÷åñòâå êîíòðîëÿ èñ-
ïîëüçîâàëè âîäíî-òâèíîâûé ðàñòâîð. Âñå íàáëþäåíèÿ
ïðîâîäèëè ñ 10:00 äî 15:00 â îñåííå-çèìíèé ïåðèîä.
ÃÁ-115 (Ph(CH2)5CO-Gly-D-Trp-NH2) â äîçàõ 0,025;

0,05 è 0,1 ìã�êã, àìèòðèïòèëèí (“Sigma”) â äîçå

10 ìã�êã, äèàçåïàì (“Sigma”) â äîçå 1 ìã�êã ââîäèëè.
Òðèöèêëè÷åñêèé àíòèäåïðåññàíò àìèòðèïòèëèí èñ-
ïîëüçîâàëè â êà÷åñòâå ïîçèòèâíîãî êîíòðîëÿ, à àí-
êñèîëèòèê äèàçåïàì — â êà÷åñòâå îòðèöàòåëüíîãî êîí-
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òðîëÿ. Ñóáñòàíöèè ÃÁ-115 è äèàçåïàìà ðàñòâîðÿëè â

âîäå ñ äîáàâëåíèåì Òâèí-80, àìèòðèïòèëèí — â äèñ-

òèëëèðîâàííîé âîäå. Âñå ïðåïàðàòû ââîäèëè âíóòðè-

áðþøèííî èç ðàñ÷åòà 0,1 ìë�10 ã. Ñòàòèñòè÷åñêóþ îá-

ðàáîòêó äàííûõ ïðîâîäèëè ñ ïîìîùüþ îäíîôàêòîðíî-

ãî äèñïåðñèîííîãî àíàëèçà ANOVA ñ ïîñëåäóþùèì

èñïîëüçîâàíèåì íåïàðàìåòðè÷åñêîãî êðèòåðèÿ

Mann-Whitney U Test äëÿ íåçàâèñèìûõ ãðóïï. Ïîëó-

÷åííûå ýêñïåðèìåíòàëüíûå äàííûå îáðàáàòûâàëè ñ

èñïîëüçîâàíèåì ñòàíäàðòíîãî íàáîðà ïðîãðàìì ïàêåòà
Statistica 6.0.

ÐÅÇÓËÜÒÀÒÛ È ÈÕ ÎÁÑÓÆÄÅÍÈÅ

Âûÿâëåíû ðàçëè÷èÿ â ïîâåäåíèè èíáðåäíûõ æèâîò-
íûõ â òåñòå Ïîðñîëòà. Ïî âðåìåíè èììîáèëèçàöèè è
ëàòåíòíîìó ïåðèîäó çàâèñàíèÿ áûëè çàôèêñèðîâàíû

ìåæëèíåéíûå ðàçëè÷èÿ ó BALB�c è C57BL�6
( p < 0,001), ÷òî ñîãëàñóåòñÿ ñ äàííûìè ëèòåðàòóðû
[14]. Ìûøè èç áåñïîðîäíîé ïîïóëÿöèè ïî ñâîèì ïîâå-
äåí÷åñêèì õàðàêòåðèñòèêàì èìåëè ñõîäñòâî ñ æèâîò-

íûìè ñ “ïàññèâíûì” ôåíîòèïîì ÝÑÐ — BALB�c.

Âïåðâûå ïîêàçàíî, ÷òî ÃÁ-115 â äîçå 0,025 ìã�êã ñòà-
òèñòè÷åñêè çíà÷èìî ( p < 0,05) óìåíüøàåò âðåìÿ èì-

ìîáèëèçàöèè ó ìûøåé BALB�c, íå âëèÿÿ íà ëàòåíò-
íûé ïåðèîä ðåàêöèè çàâèñàíèÿ íè â îäíîé èç èçó÷åí-

íûõ äîç (ðèñóíîê, à). Ó ìûøåé ëèíèè C57BL�6, îòëè-
÷àþùèõñÿ àêòèâíîé ðåàêöèåé íà ñòðåññ, ÃÁ-115 â äîçå

0,025 ìã�êã óìåíüøàåò âðåìÿ èììîáèëèçàöèè
( p < 0,05) è óâåëè÷èâàåò ëàòåíòíûé ïåðèîä ðåàêöèè
çàâèñàíèÿ ( p < 0,05), óñòóïàÿ â ýòîì îòíîøåíèè àìèò-
ðèïòèëèíó (ðèñóíîê, á). Ó áåñïîðîäíûõ ìûøåé
ÃÁ-115 óìåíüøàåò âðåìÿ èììîáèëèçàöèè ( p < 0,05) â

äîçå 0,025 ìã�êã è óâåëè÷èâàåò ëàòåíòíûé ïåðèîä ðå-

àêöèè çàâèñàíèÿ â äîçàõ 0,025 ìã�êã è 0,05 ìã�êã
( p < 0,05), òàêæå óñòóïàÿ ïî ýôôåêòèâíîñòè àìèòðèï-
òèëèíó (ðèñóíîê, â). Äèàçåïàì íå âëèÿåò íà ðåãèñòðè-
ðóåìûå ïîêàçàòåëè íè ó èíáðåäíûõ, íè ó áåñïîðîäíûõ
æèâîòíûõ (ðèñóíîê, à – â). Ó÷èòûâàÿ, ÷òî àíêñèîëèòèê
äèàçåïàì íå èçìåíÿåò ïîâåäåíèå æèâîòíûõ â òåñòå
“âûíóæäåííîãî ïëàâàíèÿ”, ìîæíî ïðåäïîëîæèòü, ÷òî
äåéñòâèå ÃÁ-115 íå ñâÿçàíî ñ àíêñèîëèòè÷åñêèìè
ñâîéñòâàìè, à îïðåäåëÿåòñÿ íàëè÷èåì àíòèäåïðåññèâ-
íîãî êîìïîíåíòà â ñïåêòðå åãî ôàðìàêîëîãè÷åñêîé àê-
òèâíîñòè.

Óñòàíîâëåíî, ÷òî ÃÁ-115 (0,025 ìã�êã) íå èçìåíÿåò
óðîâåíü ÑÄÀ ó ìûøåé (òàáëèöà). Îòñóòñòâèå âëèÿíèÿ
ÃÁ-115 íà ÑÄÀ âíå ñòðåññîâîé ñèòóàöèè
(“Optovarimex”) íàðÿäó ñ àêòèâàöèåé ïîâåäåíèÿ æè-
âîòíûõ â óñëîâèÿõ “âûíóæäåííîãî ïëàâàíèÿ” ñâèäå-
òåëüñòâóåò î åãî àíòèäåïðåññèâíîïîäîáíûõ, à íå ïñè-
õîñòèìóëèðóþùèõ ñâîéñòâàõ.

Êàê èçâåñòíî, ÕÖÊ âîâëå÷åí â íåéðîôèçèîëîãèþ
òðåâîæíûõ ñîñòîÿíèé, äåïðåññèè, ïñèõîçîâ, êîãíèòèâ-
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Ëèíèÿ ìûøåé Ãðóïïû æèâîòíûõ Äîçà, ìã�êã ×èñëî æèâîòíûõ Îáùåå êîë-âî ïåðåìåùåíèé

BALB�c Êîíòðîëü – 7 2387,3 � 232,5

ÃÁ-115 0,025 7 2261,4 � 193,2 p = 0,6698

C57BL�6 Êîíòðîëü – 8 1178,5 � 237,0*

ÃÁ-115 0,025 8 1097,0 � 177,3 p = 0,7697

Áåñïîðîäíûå Êîíòðîëü – 7 2379,0 � 122,8

ÃÁ-115 0,025 7 1956,2 � 209,5 p = 0,5606

Ïðèìå÷àíèå. Äàííûå ïðåäñòàâëåíû â âèäå M � SEM; â ñîñòàâ êàæäîé ãðóïïû âõîäÿò 3 æèâîòíûõ; ñòàòèñòè÷åñêè äîñòîâåðíûõ îòëè÷èé ïî ñðàâíå-

íèþ ñ êîíòðîëüíîé ãðóïïîé íå óñòàíîâëåíî; * — p < 0,001 ñòàòèñòè÷åñêè äîñòîâåðíûå îòëè÷èÿ ìåæäó ãðóïïàìè BALB�c (êîíòðîëü) è C57BL�6

(êîíòðîëü), íåïàðàìåòðè÷åñêèé êðèòåðèé Mann-Whitney U Test.
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Âëèÿíèå ÃÁ-115 íà ïîâåäåíèå ìûøåé â òåñòå “âûíóæäåííîå
ïëàâàíèå”.

Ïî îñè àáñöèññ — èçó÷àåìûå ñîåäèíåíèÿ è èõ äîçû; ïî îñè îðäèíàò —
ëàòåíòíûé ïåðèîä ðåàêöèè çàâèñàíèÿ æèâîòíûõ è âðåìÿ èììîáèëèçà-
öèè (â ñåê). Òåìíûå ñòîëáèêè — ëàòåíòíûé ïåðèîä çàâèñàíèÿ, ñâåòëûå
— âðåìÿ èììîáèëèçàöèè.
* — p < 0,05, ** — p < 0,01, *** — p < 0,001 ïî ñðàâíåíèþ ñ êîíòðîëü-
íîé ãðóïïîé ñîãëàñíî íåïàðàìåòðè÷åñêîìó êðèòåðèþ Mann-Whitney U

Test äëÿ íåçàâèñèìûõ ãðóïï; äàííûå ïðåäñòàâëåíû â âèäå M � SEM; â
êàæäîé ãðóïïå îò 8 äî 10 æèâîòíûõ.



íûõ ñïîñîáíîñòåé, íîöèöåïöèè è ïèùåâîãî ïîâåäåíèÿ
[13]. Îêòàïåïòèä ÕÖÊ, îäíà èç íàèáîëåå ðàñïðîñòðà-
íåííûõ ôîðì íåéðîïåïòèäà â ìîçãå ìëåêîïèòàþùèõ,
âçàèìîäåéñòâóåò ñ äâóìÿ òèïàìè ðåöåïòîðîâ — XÖÊ1

è ÕÖÊ2 è ó÷àñòâóåò â ðåàëèçàöèè ìíîãî÷èñëåííûõ ôè-
çèîëîãè÷åñêèõ ôóíêöèé.

Îäíàêî ðîëü ÕÖÊ â ðàçâèòèè äåïðåññèâíî-ïîäîá-
íûõ ñîñòîÿíèé íà ñåãîäíÿøíèé äåíü èçó÷åíà íåäîñòà-
òî÷íî ïîëíî. Ñîãëàñíî [6], áëîêàäà öåíòðàëüíûõ õîëå-
öèñòîêèíèíîâûõ ðåöåïòîðîâ (XÖÊ2) ó ìûøåé ñïîñîá-
ñòâóåò îñëàáëåíèþ ýêñïåðèìåíòàëüíîé äåïðåññèè.
Äàííûé ýôôåêò êóïèðóåòñÿ íàëòðèíäîëîì, ñâèäåòåëü-
ñòâóÿ îá ó÷àñòèè îïèîèäíûõ äåëüòà-ðåöåïòîðîâ â ðåà-
ëèçàöèè àíòèäåïðåññèâíîé àêòèâíîñòè àíòàãîíèñòîâ
ÕÖÊ2 ðåöåïòîðîâ [6]. Ñåëåêòèâíûé àíòàãîíèñò XÖÊ2

ðåöåïòîðîâ L-365,260 âûçûâàåò àíòèäåïðåññèâíûé îò-
âåò ó ìûøåé â òåñòå “âûíóæäåííîãî ïëàâàíèÿ”, êîòî-
ðûé íå ïðîÿâëÿåòñÿ ïðè ïðåäâàðèòåëüíîì ââåäåíèè
êàê îêòàïåïòèäà ÕÖÊ, ÂÑ-264 (ñåëåêòèâíûé àãîíèñò
XÖÊ2 ðåöåïòîðîâ), òàê è SCH-23,390 (àíòàãîíèñò
D1-ðåöåïòîðîâ) è ñóëüïèðèäà (àíòàãîíèñò D2-ðåöåïòî-
ðîâ). Ïðåäïîëàãàåòñÿ, ÷òî áëîêàäà ÕÖÊ2 ðåöåïòîðîâ
âûçûâàåò óâåëè÷åíèå ñîäåðæàíèÿ âíåêëåòî÷íîãî äî-
ôàìèíà â ðÿäå îáëàñòåé ìîçãà, îòâåòñòâåííûõ çà ðàç-
âèòèå äåïðåññèè [10]. Èììóíèçàöèÿ áåëûõ êðûñ ê
XÖÊ4 ïðèâîäèò ê äëèòåëüíîìó (áîëåå äâóõ ìåñÿöåâ)
ïîäàâëåíèþ äåïðåññèâíûõ è òðåâîæíûõ ñîñòîÿíèé ó
æèâîòíûõ [4]. Óñòàíîâëåíî [5], ÷òî ïðîäîëæèòåëüíûé
(â òå÷åíèå 4 íåäåëü) ñîöèàëüíûé êîíôëèêò ó êðûñ óâå-
ëè÷èâàåò âðåìÿ èììîáèëèçàöèè â òåñòå Ïîðñîëòà,
ñíèæàåò ìàññó òåëà è óìåíüøàåò ïîòðåáëåíèå ñëàäêîé
âîäû, òî åñòü âûçûâàåò èçìåíåíèÿ, êîòîðûå ðàññìàò-
ðèâàþòñÿ êàê ïîâåäåí÷åñêèå è áèîëîãè÷åñêèå êîððå-
ëÿòû äåïðåññèâíûõ ñèìïòîìîâ ó ÷åëîâåêà. Îäíàêî
ïðè õðîíè÷åñêîì ââåäåíèè (25 äíåé) àíòàãîíèñò XÖÊ2

ðåöåïòîðîâ CI-988, ïîäîáíî èìèïðàìèíó, íîðìàëèçóåò
âðåìÿ èììîáèëèçàöèè â òåñòå “íåèçáåãàåìîãî ïëàâà-
íèÿ” è ïðåäîòâðàùàåò ãèïåðàêòèâàöèþ ãèïîòàëà-
ìî-ãèïîôèçàðíî-àäðåíàëîâîé ñèñòåìû, èíäóöèðóå-
ìóþ ìíîãîêðàòíûì ñîöèàëüíûì ïîðàæåíèåì [5]. Ó÷è-
òûâàÿ èçëîæåííîå, à òàêæå âûÿâëåííûé ôóíêöèîíàëü-
íûé àíòàãîíèçì ÃÁ-115 ñ XÖÊ4, àãîíèñòîì ÕÖÊ2-
ðåöåïòîðîâ, â îïûòàõ in vivo [3], ïîëó÷åííûå â íàñòîÿ-
ùåé ðàáîòå äàííûå ïîçâîëÿþò ïðåäïîëîæèòü íàëè÷èå

àíòèäåïðåññèâíûõ ñâîéñòâ ó ñîåäèíåíèÿ ÃÁ-115, êîòî-
ðûå ðåàëèçóþòñÿ çà ñ÷åò âçàèìîäåéñòâèÿ ñ XÖÊ-ñèñòå-
ìîé.

BÛÂOÄÛ

1. Ñîåäèíåíèå ÃÁ-115 (0,025 ìã�êã âíóòðèáðþøèí-
íî) ñîêðàùàåò âðåìÿ èììîáèëèçàöèè â òåñòå “âûíóæ-
äåííîãî ïëàâàíèÿ” ó áåñïîðîäíûõ è èíáðåäíûõ ìû-

øåé ëèíèé C57BL�6 è BALB�c.
2. Îòñóòñòâèå âëèÿíèÿ ÃÁ-115 íà ñïîíòàííóþ äâè-

ãàòåëüíóþ àêòèâíîñòü ìûøåé âíå ñòðåññîâîé ñèòóà-
öèè ïîçâîëÿåò ñäåëàòü âûâîä î íàëè÷èè àíòèäåïðåñ-
ñèâíîãî êîìïîíåíòà â ñïåêòðå ôàðìàêîëîãè÷åñêîé àê-
òèâíîñòè ÃÁ-115, ïðîÿâëåíèå êîòîðîãî íå çàâèñèò îò
ôåíîòèïà ýìîöèîíàëüíî-ñòðåññîâîé ðåàêöèè.

Ë È Ò Å ÐÀÒ Ó ÐÀ

1. Ò. À. Ãóäàøåâà, Å. Ï. Êèðüÿíîâà, Ë. Ã. Êîëèê è äð., Áèîîð-
ãàí. õèìèÿ, 33(4), 413 – 20 (2007).

2. Ë. Ã. Êîëèê, Ò. À. Ãóäàøåâà, Ñ. Á. Ñåðåäåíèí, Áþëë. ýêñïåð.
áèîë., 5, 519 – 23 (2003).

3. Ñ. Á. Ñåðåäåíèí, Ò. À. Ãóäàøåâà, Ë. Ã. Êîëèê è äð., Ïàòåíò
íà èçîáðåòåíèå ¹ 2227144, Ì:, 2004.

4. I. P. Ashmarin, R. A. Danilova, O. L. Rud’ko, et al., Span J.
Psychol., 9(2), 219 – 27 (2006).

5. C. Becker, B. Zeau, C. Rivat, et al., Mol. Psychiatry, 13(12),
1070 – 92 (2008).

6. M. Derrien, C. Durieux, B. P. Roques, Br. J. Pharmacol.,
111(3), 956 – 60 (1994).

7. C. Ducottet, G. Gribel, C. Belzung, Prog. Neuropsychopharma-
col. Biol. Psychiatry, 27, 625 – 631 (2003).

8. D. Georgescu, R. M. Sears, J. D. Hommel, et al., 25,
2933 – 2940 (2005).

9. G. Griebel, J. Stemmelin, C. S. Gal, et al., Curr. Pharm. Des.,
11, 1549 – 59 (2005).

10. F. Hernando, J. A. Fuentes, B. P. Roques, et al., Eur. J.
Pharmacol., 22, 261(3), 257 – 63(1994).

11. I. Herpfer and K. Lieb, CNS Drugs, 19, 275 – 93 (2005).
12. Lee E. Schechter, R. H. Ring, C. E. Beyer, et al., NeuroRx, 2,

590 – 611 (2005).
13. F. Noble, Curr. Top. Med. Chem., 7(12), 1173 – 9 (2007).
14. M. Norcross, M. Poonam, A. J. Enoch, et al.,

Psychopharmacology (Berl), 200(3), 413 – 24 (2008).
15. R. D. Porsolt, A. Bertin, M. Jalfre, Arch. Int. Pharmacodyn.,

229, 327 – 36 (1977).

Ïîñòóïèëà 09.09.10

EXPERIMENTAL STUDY OF ANTIDEPRESSANT-LIKE EFFECTS OF GB-115 DIPEPTIDE

L. G. Kolik

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

It was previously reported that GB-115 [Ph(CH2)5CO-Gly-D-Trp-NH2], a tryptophan-containing dipeptide analog of endogenous CCK4, exhibited pronounced
anxiolytic effects in behavioral models of anxiety targeted on the “passive” phenotype of the emotional stress reaction. The aim of the present work was to stu-
dy the modulator action of GB-115 (0.0125 – 0.1 mg�kg, i.p.) on emotional processes in both mongrel and inbred (BALB�c and C57Bl�6) mice with opposite
emotionality in Porsolt’s test. GB-115 injected at a dose of 0.025 mg�kg led to a decrease in the immobilization time in all animals tested. The effect observed
was less potent than that of amitriptyline(10 mg�kg). In contrast to the case of BALB�c mice, GB-115 increased the latent period in both C57Bl�6 mice with
active type of behavior and in mongrel mice. There were no changes in spontaneous locomotor activity after the acute administration of GB-115 in inbred and
mongrel mice. It was found that GB-115 at an anxiolytic dose produced antidepressant-like effects independently of the genetically controlled emotional stress
reaction phenotype. These results indicate that the novel dipeptide analog of CCK4 may have potential in the clinical management of concurrent anxiety and
depression.

Key words: GB-115, antidepressant effect, CCK2 antagonist, BALB�c mice, C57BL�6 mice
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