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Neuropharmacological properties of ONO 1078, a leukotriene antagonist in mice
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ABSTRACT:OBJECTIVE ONOG-1078, a leukotriene antagonist, has neuroprotective effect on brain ische mia. This study aims to
determine the effects of ONO-1078 on central nervous syste m to evaluate its safety in mice . METHOD _Spontaneous locomotor test,
neuromuscular and vestibulomotor functions , water maze test, step down test and analgesic tests were used to observe the central ef-
fects of ONO-1078 (0.2, 1.0, 5.0 mgokg ", "ip) in mice . RESULTS ONO1078 had suppressive effect on spontaneous locomotor
activity in a larger dose (5.0 mg*kg™') , but no other significant central effects were observedin mice .CONCLUSION ONO-1078
has a lower toxicity on central nervous system and may be safe for the use in the treatment of brain ische mia .
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Tab 3 Influence of ONO-1078 on locomotion and coordination in mice

(mgekg ")
- 20 0.05 £0 .22 0.05%0.15 0.65 %0 .81 0.75 £0 .80
2.0 20 0.70 £0 .47" 0.00 £0.00 1.45%1 .14 2.15 %1 .39"
15.0 20 0.90 x0 .55 0.05*0 .22 2.50 X1 .54 3.45 1 .93
ONO-1078 5.0 20 0.00 %0 .00 0.00 £0.00 1.10%0.97 1.10%£0.97
1.0 20 0.00%0.00 0.00£0.00 0.80 £0.83 0.80 0 .83
0.2 20 0.00 £0 .00 0.00 £0.00 0.50 £0 .69 0.50 £0 .69

:x Es;” P<0.001,

Note: x Ts;") P<0.001 , vs control

4 ONO1078 (30 mgekg~ l) Note: x £s;" P<0.01,% P<0.001, vs control
2 4
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Tab5 Influence of ONGO-1078 on learning and me mory in mice (sixth day of water maze test)

(mgekg ) " A (s) B (s) c (s)
- 10 8§.9%2.7 76 .5 £34 .1 83.3%42.7
3.0 10 18.8 £11.9% 100.1 £42.0 112.0 £20 .6
ONO-1078 5.0 10 11.3%4.3 69 .1 £38.5 90.7 £32.5
1.0 10 10.9%5.5 52.3 £29 .67 93.1 £28 .3
0.2 10 8.6 £3 .6" 73.3 30 .1 74 .8 £32 .67
D P<0.05 D P<0.05,? P<0.01

Note: 2 P<0.05 vs control ;') P<0.05,% P<0.01 vs scopola mine

6 ONO1078 ( ) Note: ) P<0.001 vs control
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0.2 10 3.90 £2.08 ;ONG-1078
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Tab 7 Influence of ONO-1078 on pain threshold enhance ment rate induced by heat in mice

( %)
(mgokg ") " 15 min 30 min 60 min
- 8 0.09%+0.18 0.19 %0 .21 0.25%0 .26
25 8 2.76 £1 .13 2 2.59%0.992 0.81 £0.64"
ONO-1078 5.0 8 0.23+0.58 0.30 X0 .42 0.44 £0 .36
1.0 8 0.24 %0 .31 0.11 £0.30 0.10 %0 .32
0.2 8 0.14%0.45 0.02%£0.29 0.08 +0.37

cxts;" P<0.05,% P<0.001
Note:x Ts; P<0.05,% P<0.001 vs control
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