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Fig.1 Chemical structure of 6-( 4-chlorophenoxy )-
tetrazolo[ 5,1-a | phthalazine (Q808).
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Tab.1 Effect of Q808 on immobility time in the tail
suspension test (TST) in mice

Drug/ Immobility time/s
mg-kg ™’ 3 7(d)
0(Normal control) 108 +14 143 +25
Imipramine 10 63 £15™ 103 £16 ™
Q808 5 89 +£19 109 17~
10 80 £24* 104 +28™
20 76 £19° 92 +21™

The mice were po treated with drugs once daily, for 7 consecutive
days. One hour after the third and seventh administration, the
mice were submitted to the TST. x+s, n =10. * P <0.05,

" P<0.01, compared with normal control group.

2.2 Q808 /N ABNET B K MAO & 1% F M
2.2.1 Q808 3} FST /NR A EhAET 88 £
F2 45BN, 725 3 W25, Q808 10 Al
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Tab.2 Effect of Q808 on immobility time in the forced
swimming test in mice

Drug/ Immobility time/s
mg-kg ™' 3 7(d)
0( Normal control) 148 +20 176 +26
Imipramine 10 108 +25~ 129 25~
Q808 5 112 +28 132 +28~
10 1067 +39° 129 +31~
20 106 +16 " 123 +28™

See Tab. 1 for mouse treatment. x +s, n =10. * P <0.05,
" P<0.01, compared with normal control group.

Tab.3 Effect of Q808 on monoamine oxidase (MAO)
activity in the mice brain tissues

Drug/mg-kg ™' MAQ activity/kU-g~" protein
0( Normal control) 32.2 6.1
Imipramine 10 31.3+5.3
Q808 5 30.7 £9.6

10 31.0+7.5

20 29.1+7.7

See Tab. 1 for mouse treatment. x+s, n=10.
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ROV K 25% (P <0.05) il 27% ( P <0.01),
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% (P <0.01),33% (P <0.01) fil29% ( P <0.01) ;



~
[0
&

PE%EFE AP LE2013 510 A% 27 5% 548  Chin J Pharmacol Toxicol, Vol 27, No 5, Oct 2013

>

80

60 +

40}

Times of crossing

20

w

Times of rearing

(9]
~
o

Times of grooming
N
o

Normall gluoxetli(ng ) 10 20
control 20 mg-kg Q808/mg kg

Fig.2 Effect of Q808 on crossing (A), rearing(B)
and grooming(C) in the open field test in mice. See
Tab. 1 for mouse treatment. x+s, n=10.

Tab.4 Effect of Q808 on ptosis in mice

Drug/mg-kg ™" Score of ptosis
0(Normal control) 3.30 £0.82
Imipramine 10 1.33+1.12°
Q808 5 2.40 £1.17
10 2.00 £1.49
20 1.50 +1.18~

See Tab. 1 for the treatment. One hour after the seventh adminis-
tration, the mice received reserpine (4 mg-kg~', ip), and ptosis
was measured 1 h after reserpine injection. x+s, n=10. *P<
0.05, compared with normal control group.

Tab.5 Effect of Q808 on rectal temperature of mice

Drug/ AT/C

mg-kg ' 2 3 4(h)

0 (Normal control) 3.57 +0.95 5.13+0.87 6.35+1.20

Imipramine 10 2.53+£0.98* 3.67 £1.07* 5.04 £2.31

Q808 5 3.17+0.84 4.55+0.82 5.41+1.14
10 2.66+0.68" 3.75+1.33" 4.59 +1.55*
20 2.45+0.87" 3.43+1.34™ 4.52 +1.31™

The rectal temperature was measured at 2, 3, and 4 h after reser-
pine injection, respectively. T,. basal temperature; AT =T, -T.
x+s,n=10. *P<0.05, * P<0.01, compared with normal con-
trol group.
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Antidepressant-like effect of 6-(4-chlorophenoxy) -
tetrazolo| 5,1-a | phthalazine in mice

ZHANG Feng', JIANG Hao-cheng', CHEN Xiang-ru', MA Zhe', YU Hai-ling', QUAN Zhe-shan®
(1. Department of Functional Experimental Science, College of Medicine, 2. Deparment of Chemistry,
College of Pharmacy, Yanbian University, Yanji 133000, China)

Abstract: OBJECTIVE To investigate the antidepressant-like effect of 6-(4-chlorophenoxy )-tet-
razolo [ 5,1-a] phthalazine (Q808), a new phthalazine tetrazole derivative. METHODS Mice were
treated with Q808 5, 10, and 20 mg-kg ™' (po) , respectively, for 7 consecutive days, once daily. One
hour after the third and seventh administration, the mice were submitted to the tail suspension test
(TST) and forced swimming test (FST). The cumulative immobility time was recorded at a 5-min inter-
val in the TST or at a 4-min interval in the FST, and monoamine oxidase ( MAQO) activity was measured in
the FST. For 7 consecutive days once daily, one hour after the seventh administration, the mice were
assessed regarding locomotion, rearing, and grooming for 3 min in the open-field test. One hour after
the seventh administration, the mice received reserpine (ip), and ptosis was observed 1h after reser-
pine injection. The rectal temperature was recorded at 2 h, 3 h or 4 h after reserpine injection.
RESULTS In TST, Q808 10 and 20 mg-kg ™' produced a statistically significant reduction of 26% and
29% (P <0.05) in immobility after the third administration, while imipramine 10 mg-kg™' 42% ( P <
0.05). Q808 5, 10 and 20 mg-kg ' produced a reduction by 24% , 27% and 35% , respectively, after
the seventh administration, whereas imipramine 28% (P <0.05). In FST, Q808 10 and 20 mg-kg ™'
produced a reduction of 28% and 29% ( P <0.05), and imipramine 27% ( P <0.05) after the third
administration; and Q808 5, 10 and 20 mg-kg ™' produced a reduction of 25%, 27% and 30% ( P <
0.05), respectively; whereas imipramine 27% ( P <0. 05) after the seventh administration. Moreover,
Q808 5, 10 and 20 mg-kg ™' and imipramine did not significantly change MAO activity in FST or the
exploratory activity of the mice in the open-field test. In the reserpine test, Q808 20 mg-kg ' produced a
reduction of 55% ( P <0.05) in the degree of ptosis, and imipramine 60% ( P <0.05); Q808 10 and
20 mg-kg ™' produced an antagonism in the hypothermia at2, 3 and 4 h by 25%, 32% , 27% and 33%,
28% , 29% (P <0.05), respectively, while imipramine antagonized the hypothermia by 29% , 28% and
21%. CONCLUSION Q808 has an antidepressant-like effect on mice.

Key words. antidepressive drugs; Q808; tail suspension test; forced swimming test; open-field
test; monoamine oxidase; reserpine
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