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Elucidation of gene expression regulation of ADAMTS13 and correlation with
pathogenesis of thrombosis
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ADAMTS13 is the protease that specifically cleaves VWF, and preventing
excessive blood clotting. It is unclear that how expression of ADAMTS13 is regulated. ADAMTS13 is
secreted from hepatic stellate cell of liver. Upon liver injury, HSC are activated with the
conversion of quiescent HSC to fibrogenic cells. Activated HSC are shown that secretions of ADAMTS13

decrease in blood. IBMX is PDE inhibitor of therapeutic drug candidates for liver fibrogenesis and
it increase transcription of ADAMTS13 in Lx2 cells. To investigate whether degradation of cAMP or
CGMP by IBMX increases ADAMTS13 transcription, cAMP or cGMP directly were added to Lx2. In
consequence, transcription of ADAMTS13 was induced by cAMP. cAMP is a second messenger and promote
activation of PKA. Lx2 cells containing IBMX exposed to PKA inhibitor, and subsequently downregulate
the transcription of ADAMTS13. These results suggest that the cAMP-PKA signaling pathway regulate
ADAMTS13 transcription.
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