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NF-k B Ik B-C ATL

IkappaB-zeta, a regulator of NF-kappaB, contributes to the pathogenesis of ATL
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NF-k B activation is important in the transformation and development process in
ATL, Burkitt"s lymphoma (BL) and Hodgkin®s lymphoma (HL). HTLV-1 Tax, EB virus (EBV) LMP-1 and
ligand-independent signaling by over- expressed CD30 are known to cause permanent activation of NF-k B in
lymphomas. However, hyper-activation of NF-k B triggers cellular senescence and apoptosis. Ik B-{ , an
inducible regulator of NF-k B, was constitutively expressed in the nuclei of ATL, BL and HL cells.
Expression of Tax, LMP-1 and CD30 trans-activated the Ik B-{ gene through NIK/IKK/NF-k B pathway.
Ik B-¢ induced the expression of NF-k B- and IFN-regulatory genes in T cells. Ik B-{ enhanced
Tax-induced transactivation of Bcl-3 and iNOS. Interestingly, Ik B-{ inhibited NF-k B activation by Tax,
LMP-1 and CD30, and HTLV-1 transcription. NF-k B-induced Ik B-{ modulates NF-k B activation, resulting
in a fine balance that ultimately endows a net evolutionary benefit to the survival of lymphoma cells.
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