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Elucidation of negro?athig pain_associated with type 2 diabetes mellitus:
Involvement of spinal angiotensin system and development of the novel
therapeutic agents
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In the present study, using the leptin deficient ob/ob mouse as a type 2
diabetic model, we examined whether the spinal angiotensin (Ang) system was involved in naturally
occuring diabetic neuropathic pain. Following the hyperglycemia, persistent hyperalgesia was
observed. At 12 weeks of age, the expression of Ang-converting enzyme (ACE) 2 in the dorsal spinal
cord was decreased in ob/ob mice. Moreover, the intrathecal administration of Ang (1-7) attenuated
hyperalgesia in ob/ob mice. The phosphorylation of spinal p38 MAPK was also attenuated by Ang (1-7)
in ob/ob mice. In conclusion, we revealed that the neuropathic pain observed in ob/ob mice involved
p38 MAPK phosphorylation accompanied by the downregulation of Ang (1-7)-generating system in the
spinal cord.
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