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Arterial thrombosis and platelet integrin activation.
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The regulation of platelet activation is quite important for prevention of
arterial thrombosis. To explore the mechanism of platelet activation, the intraplatelet signaling was
analyzed in platelets of patients with macrothrombocytopenia. Increased FAK phosphorylation in all of the
platelets with integrin a Ilb cytoplasmic tail mutations suggests the importance ofa Ilb cytoplasmic tail
in platelet signaling. The effect of mutation in o Ilb cytoplasmic tail was also studied using
o 11b-(R995W) knock-in mice. The number of platelets, platelet production, and the surface expression of
o 11bB 3 _were decreased in knock-in mice. Furthermore, in vitro thrombus formation under flow condition
was significantly impaired in knock-in mice. The analysis of a patient with bleeding problems due to
CalDAG-GEFI deficiency clearly showed the role of CalDAG-GEFI in o Ilbp 3 inside-out signaling. These
results will contribute for better anti-platelet therapy in patients with arterial thrombosis.
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(WT) 1.22+1.1(x106/ul)
[RO9OW(+/-)] 1.10+1.4
[R990OW(+/+)] 0.91+1.1(mean+SD) KI

Flow cytometry

WT RY9OW (Het) R990W (Homo)
WBC (x10°/L) 7.87+2.38 7.342.25 6.30+2.42 n=11
RBC (x10'%/L)  9.84+0.44 9.82+0.47 9.45+0.47 n=11
HGB (g/dL) 14.5+0.55 14.0+0.42% 13.121.62% n=11
HCT (%) 50.6+2.4 49.8:2.0 48.6:2.0 n=11
PLT (x10°/L) 1,220+109 1,100+144% 913+113* n=6
RP% 8.02+1.99 7.21£1.41 7.76+2.10 n=6
ARP (x10°/L) 102+21.9 84.0+23.7 66.6+12.3* n=6
TPO (pg/ml) 374+155 38083 4304283 n=5
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