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Prevention of trigeminal neuropathy based on an understanding of the
pathogenesis mechanisms
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Post-traumatic trigeminal neuropathy (PTTN) is a kind of chronic pain caused

by damage to the trigeminal nerve and is refractory to commonly used analgesics. High mobility
group box-1 (HMGB1) is categorized alarmins/damage-associated molecular patterns. HMGB1 passively
diffused from damaged cells causes inflammation via activation of Toll-like receptor 4 (TLR4) or
receptor for advanced glycation endproducts (RAGE). Therefore, the current study investigated
whether HMGBL is involved in the PTTN onset. The pain-like behaviors in PTTN mice were blocked by
pretreatment with an anti-HMGB1 antibody. Moreover, pretreatment with a RAGE inhibitor, but not a
TLR4 inhibitor, also inhibited the PTTN onset. These results suggested that HMGB1 plays a crucial

role in PTTN onset via RAGE activation. Thus, the anti-HMGB1 nAb and the RAGE inhibitor could be a
novel therapeutic target for inhibiting the onset of PTTN.
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