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In the current research, we found that ARHGEF11 isoform containing exon38,
which does not exhibit binding ability to Z0-1, is expressed in metastatic breast cancer cells,
while the isoform without exon38 is expressed in non-metastatic cells. When ARHGEF1l isoform is
inactivated in metastatic breast cancer cells, invasion ability of the cells is reduced and
fibroblastic morphology changes. Furthermore, tumor formation in vivo is suppressed. These data
indicate that the splicing shift of ARHGEF1l is implicated in the metastatic progression of breast
cancer.

As a separate project, we established mice deficient for Z0-2 in podocytes. Our previous study
demonstrated that the loss of Z0-1 leads to proteinuria, however, Z0-2 deficient mouse does not
exhibit similar abnormalities. On the other hand, when both molecules are inactivated, degeneration

of podocytes and proteinuria is deteriorated than Z0-1 deficiency. Therefore, Z0-2 is considered to
play supportive role for Z0-1 in podocytes.
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