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Study on pain modulation by the interaction of coagulation factors with HMGB1
and its clinical relevance
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We have previously reported that intractable pain including
chemotherapy-induced peripheral neuropathy (CIPN) involves extracellular release of nuclear HMGB1,
and that endothelial thrombomodulin (TM) prevents CIPN by inactivating HMGBl in a thrombin (TB)
-dependent manner. We thus tested the hypothesis that inhibition of TB activity or production might
aggravate intractable pain. Our data demonstrated that anticoagulants cancelled the preventive
effect of soluble TM on CIPN, butyrate-induced colonic hypersensitivity (BICH) and diabetic
peripheral neuropathy, and also aggravated CIPN and BICH. Moreover, our clinical data analyses
ascertained the aggravation of CIPN by anticoagulants in humans. Thus, our study unveiled the pain
modulation by the blood coagulation system.
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