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Elucidation of the regulatory mechanism of integrin-harboring vesicles for the
suppression of pathogenic vesicles

KONDO, Naoyuki
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Leukocyte integrin LFAl, a causative molecule for immune-related disease,
plays a vital role in cell-cell interactions; however, how LFAl accumulates on the cell contact
surface has remained elusive. In this study, we discovered for the first time that LFALl accumulation

was induced by the binding of LFAL to its ligand ICAM1 in a positive-feedback manner. This ligand
binding-dependent signaling promoted the formation of LFAl-containing vesicles, which colocalized
and cotrafficked with Rab8. Deletion of Rab8 decreased the accumulation of LFAl at the contact
surface and LFA1-dependent cell adhesiveness in lymphocytes. Furthermore, ligand-dependent signaling
promoted the accumulation and activation of Rabin8, an activator of Rab8, at the contact surface.
Based on these results, we established a novel model for LFAl transport and accumulation in
lymphocyte adhesion.
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