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We screened a protein that specifically bound to a previously identified
angioimmunoblastic T-cell lymphoma (AITL)-specific RHOA(G17V) mutant, and identified VAV1, a
signaling protein. By the binding, VAVl tyrosine phosphorylation was enhanced and T cell receptor
downstream signaling was strengthened. We then showed that dasatinib, a commercially available
tyrosine kinase inhibitor, suppressed VAV1 phosphorylation and T cell receptor downstream signals.
We also observed that Tet2 gene disruption and RHOA(G17V) expression, mimicking the AITL genome,
developed AITL-like T-cell lymphoma in mice, and this tumor responded to dasatinib. The survival of
the tumor-bearing recipient mice was prolonged by dasatinib administration.
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