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PAMPs, DAMPs regulation by thrombomodulin(TM). Probable role of epithelial T™
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We previously cloned thrombomodulin(TM) cDNA and determined its structure. Human
TM is composed by five domains, D1 lectin like domain, D2 with 6 EGF-like structures, E1 to E6. Thrombin
binds to E4-E6 and fails its procoagulant activity. This thrombin can activate protein C efficientry.
Thus TM converts thrombin from a procoagulant to an anticoagulant protease. Moreover we showed that
HMGB1, s typical DAMP binds to D1 lectin like domain and loses its proinflammatory activity. After that
another group showed that D1 adsorbs LPS. More recently we have showed that TM binds histones, released
from necrotic cells. We showed that extracellular histones induce platelets activation.Therefore it will
be considered that extracellular histones behave as a DAMP.
We identified that the extracellular histones bind to TM with abolishing the proinflammatory activity.
Thus TM acts as a regulator not only thrombin but also DAMPs and PAMP,LPS. This will explain the
significant role of epithelilal TM.
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