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Human T-cell leukemia virus type 1 (HTLV-1) is a causal agent of not only adult T-cell leukemia (ATL), but
also inflammatory diseases including HTLV-1 associated myelopathy. Previous studies showed that Tax played
critical role in its pathogenesis. However, we found that Tax was not expressed in more than half of ATL cases.
Instead, HTLV-1 bZIP factor (HBZ) gene was expressed in all ATL cases examined. We showed that HBZ
supported proliferation of ATL cells in vitro and in vivo.

1) We identified the promoter region of HBZ gene in 3’ long terminal repeat (LTR). Spl binding sites were
critical for promoter activity, indicating that promoter activity of HBZ gene is constant while 5’LTR is
dependent on Tax expression. There are two splicing isoforms of HBZ genes: spliced and unspliced HBZ. Only
spliced HBZ has growth-promoting activity of T-cells. The first exon of spliced HBZ corresponded to Rex
responsive element (ReRE). Since the RXRE RNA forms strong stem-loop structure, it is speculated that the
first exon of sSHBZ mRNA forms strong stem-loop structure. It might interact with host factor(s), and induce
growth-promoting activity.

2) HBZ suppressed classical pathway of NF-kB by interaction with p65. HBZ not only inhibited DNA binding
of p65, but also induced degradation of p65 by ubiquitination. Thus, HBZ inhibts classical pathway of NF-xB
by two mechanisms.




