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BCL6 is a transcriptional repressor that has important functions in lymphocyte
differentiation and lymphomagenesis, but there have been no reports of BCL6
expression in gastric cancers. In the present study, we investigated the BCL6 function
in gastric cancers. Treatment with TPA resulted in BCL6 degradation and cyclin D2
upregulation. This phenomenon was inhibited by the suppression of the nuclear
translocation of HB-EGF-CTF (C—terminal fragment of pro—HB-EGF). The HB-EGF-CTF
nuclear translocation leads to the interaction of BCL6 with HB-EGF-CTF and the nuclear
export of BCL6, and after that BCL6 degradation was mediated by ubiquitin/proteasome
pathway. Real-time RT-PCR and siRNA targeting BCL6 revealed that BCL6 suppresses
cyclin D2 expression. Our data indicate that BCL6 interacts with nuclear—translocated
HB-EGF-CTF and that the nuclear export and degradation of BCL6 induces cyclin D2
upregulation. We performed immunohistochemical analyses of BCL6, HB-EGF and cyclin
D2 in human gastric cancers. The inverse correlation between BCL6 and cyclin D2 was
also found in HB-EGF-positive human gastric cancers. BCL6 degradation caused by the
HB-EGF-CTF also might induce cyclin D2 expression in human gastric cancers.
Inhibition of HB-EGF-CTF nuclear translocation and maintenance of BCL6 function are
important for the regulation of gastric cancer progression.
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