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Molecular mechanism of platelet integrin activation and association with
vascular lesion
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We established a 11b(R995W) knock-in mice, which show constitutive
activation of o IIbp 3, and recealed that the mice showed macrothrombocytopenia like human subjects.
There are no difference in morphology and number of megakaryocytes in bone marrow and spleen
between KI mice and WT mice. Megakaryocytic differentiation is not impaired in KI mice, either.
However, proplatelet formation in cultured megakaryocyte was impaired in KI mice, suggesting that
impaired proplatelet formation may responsible for the phenotype. KI mice showed highly impaired
platelet function mainly due to reduced o IIbpB 3 expression in platelets. We also found novel (3 3
mutation in macrothrombocytopenic patients. The mutation does not induce constitutive o 1Ibp 3
activation, and we are now investigating the mechanism of the integrin mutation and platelet
production and function
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