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Abstract: Objective To observe the effect of amisulpride on the behavior of depression rats, and to explore the effect of amisulpride
on the expression of Toll like receptor (TLR)/NOD like receptor (NLR) pathway related proteins in the hippocampus of rats. Methods
SD rats were randomly divided into control group, model group, and low, medium and high dose (0.3, 1.2, 4.8 g/kg) amisulpride
groups, except the control group, rats in the other group were given chronic unpredictable mild stress (CUMS) for 8 weeks to prepare
depression rats model. At 7th—=8th weeks, rats in the low, medium and high dose amisulpride groups were administrated with 0.3, 1.2,
4.8 g/kg amisulpride solutions by ig respectively, rats in the control group and model group were administrated with normal saline by
ig, with volume of 10 mL/d. Sugar preference, forced swimming, tail suspension and open field experiments were used to evaluate the
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behavior of rats after modeling (6 weeks after CUMS) and after administration (8 weeks after CUMS); at the end of the above
experiments, the hippocampus of rats were taken, and the expressions of TLR2, NLRP1, NLRP3, ASC, TLR4 and Caspase-1 proteins
were detected by Werstern blotting, and the levels of IL-6, IL-1 B and IL-18 were detected by ELISA. Results After molding,
compared with those in the control group, the body weight, sugar preference index, open field activity distance and standing times of
rats in model group, the low, medium and high dose amisulpride groups were lower, forced swimming time and tail suspension time
were longer(P < 0.05). Compared with those after molding, body weight, sugar preference index, activity distance and standing times in
open field of rats in model group after administration were lower, forced swimming and tail suspension time were longer (P < 0.05);
body weight, sugar preference index, activity distance and standing times in open field of rats in the low, middle and high dose
amisulpride groups after administration were higher, forced swimming and tail suspension time were shorter (P < 0.05). After
administration, compared with those in the control group, body weight, sugar preference index, open field activity distance and
standing times of rats in model group and low, medium and high dose amisulpride groups were lower (P < 0.05), forced swimming and
tail suspension time were longer (P < 0.05), the expressions of TLR2, TLR4, NLRP1, NLRP3, ASC, Caspase-1 proteins and the levels
of IL-6, IL-1 B, IL-18 in hippocampus were all higher (P < 0.05); compared with those in the model group, the body weight, sugar
preference index, open field activity distance and standing times of rats in the low, middle and high dose group were higher, and those
in the low and middle dose groups increased in turn, which were higher than those in the high dose group (P < 0.05), the time of forced
swimming and tail suspension were shortened, and those in the low and middle dose groups were shorter than those in the high dose
group (P < 0.05), the expressions of TLR2, TLR4, NLRP1, NLRP3, ASC, Caspase-1 and the levels of IL-6, IL-1 B, IL-18 in
hippocampus were all lower, and those in the low and middle dose groups were lower than those in the high dose group (P < 0.05).
Conclusion Low dose of sulfabilide can reduce the expression of TLR/NLR pathway related protein in hippocampus, inhibit the
release of downstream inflammatory factors, and improve the depression like behavior of rats induced by CUMS.
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4.8 186.45+3.09" 192.464-453"#4%*
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*P < 0.05 vs control group; P < 0.05 vs model group; “P < 0.05 vs 0.3
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*P < 0.05 vs the same group after modeling, same as below
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Table 3 Comparison of autonomous activities in 5 groups of rats ( X s, n = 10)
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Western blotting Z5 5%
Fig. 1 Western blotting results of TLR/NLR pathway related
proteins expression in hippocampus of rats in each group
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Table 4 Comparison on TLR/NLR pathway related protein expression in hippocampus of rats in each group ( X %s, n =10)

i . HEMAXNRIEE
ZH 5] F&E(g-kg ™)

TLR2 TLR4 NLRP1 NLRP3 ASC Caspase-1
pogict — 0.89+0.04 0.11+0.01 0.09+0.02 0.06+0.04 0.1940.03 0.214+0.02
A — 2.21+0.05" 0.61+0.02" 1.064-0.03" 1.224+0.04 0.93+0.01" 1.20+0.04
L F 0.3 1.154+0.05 0.354+0.01%  0.574+0.02*  0.48+0.01"* 0.69+0.05%* 0.46+0.03"

1.2 1.0740.04***  0.184+0.01"* 0.1940.01"** 0.214+0.03"** 0.26+0.03"** 0.354+0.02"*
4.8 1.2840.02*4*  0.4940.02%** 0.954-0.03"*** 0.9640.04"*4" 0.74+0.02"#4* 0.8940.04"*4*

F#=5 HHEAREDELARERFKFLLE (X s, n=10)
Table 5 Comparison on levels of inflammatory factors in hippocampus tissue of rats in each group ( X %s, n = 10)

ZH ) R/ (g-kg™) IL-6/(ng-L %) IL-1p/(ng-L™Y) IL-18/(ng-L™Y)

ol 1 — 81.42+7.21 133.14+9.64 96.24-+9.48

B — 136.35+8.34" 241.42+12.58" 221.45+12.09

A 0.3 113.2649.71** 207.16+9.76™* 186.62+10.25™
12 97.54+9.36"4 155.314+10.18™* 152.50+12.32"#4
4.8 125.41+8.13"#4* 220.19+9.69™4 203.68+11.43™#4>
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