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Elucidation of the molecular mechanism of hemostasis and search for novel
functions of CalDAG-GEF1
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Whole exome analysis was performed in a family of patients with platelet
dysfunction with hemostasis abnormalities to identify mutations in the RASGRP2 gene encoding
CalDAG-GEFI. Compared to healthy controls, platelet aggregation (ADP, collagen, and ristocetin) was
reduced and platelet activation marker a Il1b3 3 expression was decreased in cases with RASGRP2 gene
mutations. Western blotting confirmed that RASGRP2 gene abnormalities prevented the maintenance and
persistence of the Rapl activation. These results suggest that CalDAG-GEFI is a central molecule in
platelet activation and is expected to be a potential target for future therapy and drug discovery.
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