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Abstract: Objective To observe the effect of glimepiride on bone microarchitecture in ApoE knocked out ( ApoE "~ ) mice on
high fat diet. Methods 8 wild type C57BL/6 mice were recruited as the wild type normal group ( WIN), 24 ApoE ™~ mice
were randomly divided into three groups: Normal control group (NC), High fat diet group (HFD) , and Glimepiride group ( GP).
The mice in WTN and NC were given normal feed, and the mice in HFD and GP were fed with high fat diet. The mice in GP were
given glimepiride (25 mg/kg, i. g. ), other mice received the same volume of deionized water. After 6 weeks of administration, all
mice were anesthetized and killed. Then the bilateral femurs were harvested. Bone strength of the femurs and microarchitecture were
evaluated by bone biomechanics examination, and the staining of H&E and safranin O/fast green. Immunohistochemistry staining
was used to analyze the expression of Cathepsin K in mice femurs by immunohistochemistry staining. Results  Glimepiride
treatment significantly improved bone microarchitecture, increased femoral glycosaminoglycan content, and improved the hardness
of the first cycle, peak pressure and hardness deformation of mice femurs, as well as decreased the expression of Cathepsin K in
ApoE "/~ mice on HFD. Conclusion Changes of bone microarchitecture in ApoE ~’~ mice induced by high fat diet were improved

by glimepiride. The mechanism may be related to the inhibition of Cathepsin K expression.
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