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The role of Fra-2 and SOX4 oncogene cascade in ATL and CTCLs
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Previously, we have shown that Fra-2 is consistently expressed and involved in CCR
4 expression as well as cell growth in CCR4+ mature T-cell leukemias/lymphomas, including adult T-cell leu
kemia/lymphoma (ATL) and cutaneous T-cell lymphomas (CTCLs). Here, we we examine the expression and functi
on of SOX4 in the oncogenesis of ATL and CTCLs. Fra-2 and SOX4 were consistently co-expressed in the clini
cal samples of ATL and CTCL. SOX4 ﬁromoter analysis demonstrated that Fra-2-JunD directly activates the SO
X4 promoter via an AP-1 site. Furthermore, SOX4 siRNA significantly suppressed cell growth of ATL and CTCL
cell lines. We found that SOX4 knockdown reduced the expression of genes such as GCKR, NAP1 and HDAC8. We
also showed direct activation of the HDAC8 promoter by SOX4. Furthermore, HDAC8 knockdown significantly s
uppressed cell growth of ATL and CTCL cell lines. Taken together, these finding suggest that the Fra-2-SOX
4 pathway has an important oncogenic role in ATL and CTCLs.
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