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Critical roles of the chromogranin A-cathepsin B system in a transition of acute
pain to a chronic pain state

Hiroshi, Nakanishi
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In this study, we found that cathepsin B is an essential enzyme for the induction
of chronic inflammatory pain through its activation of pro-caspase-1, which subsequently induces the
maturation and secretion of IL-13 and IL-18 by spinal microglia. On the other hand, we found a
peripheral pivotal role of cathepsin S in the development of neuropathic pain through the
antigen-specific activation of CD4+ T-cells. After activation, CD4+ T-cells infiltrate into the dorsal
spinal cord and secrete IFN-y to reactivate microglia, which contribute to the transition of acute pain
to a chronic pain state. Therefore, specific inhibitors for cathepsin B and cathepsin S may represent a
useful new strategy for treating chronic pain.
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