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Elucidation of the role of spinal angiotensin system in chronic pain: Aim at
developing the new therapy
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Tactile allodynia was observed concurrently with an increase in blood
glucose levels the day after mice received streptozotocin (STZ) injection. Tactile allodynia on day
14 was dose-dependently inhibited by intrathecal administration of losartan, an ATl receptor
antagonist. In the lumbar dorsal spinal cord, the expression of angiotensin (Ang) Il, Ang converting

enzyme (ACE% and phospho-p38 MAPK were all significantly increased on day 14 after STZ injection
compared with vehicle-treated controls, whereas no differences were observed among ATl receptors or
angiotensinogen_levels. Moreover, the increase in phospho-p38 MAPK was significantly inhibited by
intrathecal administration of losartan. These results indicate that the expression of spinal ACE
increased in STZ-induced diabetic mice, which in turn led to an increase in Ang Il levels and
tactile allodynia. This increase in spinal Ang Il was accompanied by the phosphorylation of p38
MAPK, which was shown to be mediated by ATl receptors.
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