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Characteriziation of regulatory molecules of platelet integrin function and
their clinical application
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o 11bB 3(GPI1b-111a)

The objective of this project is to identify and characterize regulatory
molecules that are involved in o 11bB 3 (GPIIb-111a) function, especially o IlbB 3 activation. We
focused on investigating human disease or human platelets for this purpose. Firstly, we identified a

patient with a unique type of acquired Glanzmann thrombasthenia whose platelets lacked GPIlb-11la
expression on their platelet surface, but contained significant amounts of GPlIb-I11la in their
inside. We identified autoantibody against GPlIb-11la which did not inhibit GPIIb-11la function, but
may induce GPIIb-I11a deficiency. Secondarily, we characterized a 11b(R990W) knock-in mice to
reveal the molecular defects of human GPIIb-11la related macrothrombocytopenia(in human o Ilb
R995W). Finally, we identified the first Japanese case of kindlin-3 deficiency with sever bleeding
tendency from a new born. We demonstrated that kindkin-3 is a prerequisite molecule regarding not
only a I11bB 3 but also a Lp 2 activation.
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