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[Abstract] Objective To study the delay effect of simvastatin on the diabetes-associated cognitive de-
cline and its effect on Klotho protein in the elderly rats with diabetes-associated cognitive decline. Methods
The SD rats (18 —22 months old) were divided into 4 groups:the control group,giving the normal diet and be-
ginning to orally take normal saline by gavage at the time of 12th week;the simvastatin group; normal diet
was given and beginning to orally take simvastatin 10 mg » kg ' « d ' by gavage;the diabetes group,high-fat
diet was given for 12 weeks and was intraperitoneally injected by streptozotocin (STZ,25 mg/kg) at 4 weeks.,
blood sugar and cognitive function was detected at 8th week after taking medication,and the rats that did not
meet the standard were exclucled,then the normal saline gavage was given for 8 weeks;the diabetes+ simvas-
tatin group:the diabetes-associated cognitive decline rat model according to the pattern of the rats in the diabe-

'« d7' of simvastatin was begin to orally administered by gavage at

tes group was constructed, 10 mg * kg~
12th week. The brain tissues in each group were taken in 8 weeks by simvastatin continuous bavage for con-
ducting the Neun immunofluorescent staining, Western blot was used to detect the expression levels of Klotho

and Caspase-3 proteins. the blood sugar level was detected and the change of cognitive function was detected
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by the Morris water maze test. Results Compared with the control group,the escape latency was prolonged in
the diabetes group and diabetes + simvastati group, the expression levels of Klotho and Neun proteins were
decreased, the Caspase-3 protein expression level was increased,and the differences were statistically signifi-
cant (P<C0. 05); compared with the diabetes group, the escape latent period in the diabetes + simvastatin
group was shortened, the expression levels of Klotho and Neun proteins were increased,the Caspase-3 protein
expression level was decreased,and the differences were statistically significant (P <C0. 05). Conclusion The
long-term use of simvastatin could alleviate the cellular apoptosis in hippocampus area,neuron damage and di-

abetes-associated cognitive decline persistent deterioration in elderly rats with diabetes-associated cognitive de-

cline, which may be correlated with the change of Klotho protein expression.
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