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WFZER S DOBEE (FE3L) : We report here a new role for a-actinin, which links the cytoplasmic
domains of integrin B tails, in inside-out integrin activation. In resting human platelets,
a-actinin was associated with ollbB3, while inside-out signaling from protease-activated
receptors (PARs) dephosphorylated and dissociated a-actinin from olIbp3. Overexpression
of wild-type a-actinin inhibited PAR-induced initial ollbB3 activation in the human
megakaryoblastic cell line, CMK. In contrast, knockdown of a-actinin augmented
PAR-induced aIlbB3 activation. Furthermore wild-type a-actinin, but not the mutant Y12F
o-actinin, normalized the augmented allbB3 activation in a-actinin shRNA transduced
CMK. These observations suggest that o-actinin might play a potential role in setting
integrins to a low-affinity ligand-binding state in resting platelets and regulating alIlbp3
activation via inside-out signaling (Tadokoro S, et al. A potential role for o-actinin in
inside-out alIbB3 signaling. Blood. 2011 Jan 6; 117(1): 250-258).
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