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Elucidation of a preventive strategy against diabetic dementia induced by
blood-brain barrier disruption
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Type 2 diabetes mellitus has been highlighted as a major risk factor for
cognitive decline associated with not only vascular dementia but also Alzheimer disease.We previously
reported that BBB disruption was involved in T2DM-induced cognitive impairment.Here,we further
investigated the relation between BBB disruption and diabetes. Results are shown below.

(1) In diabetic mice, KKAy, BBB disruption is occurred at first. Then, vascular dysfunction may be spread
out to small vessel disease via time-course observation of KKAy brain (unpublished data). (2)
Renin-angiotensin system may be involving BBB disruption via evaluation of BBB in human-renin and
human-angiotensinogen overexpressed mice. (3) Angiotensin 11 type 2 receptor stimulation has a preventive
effect on diabetic dementia and vascular dementia models using direct AT2 receptor stimulation with C21.
Therefore, AT2 receptor stimulation may have a potential as new therapeutical approach for diabetic
dementia.
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