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activated by NF-kappaB
binding protein 2 in
mouse cortical neurons.
NF-kappaB plays an
important role in neuronal
survival. Rel/NF-kappaB
family transcription
factors, including the p50
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and p65 subunits of NF-
kappaB, are activated in
response to pathological
conditions such as
inflammation, ischemia,
neurodegeneration and
tumor formation. NF-
kappaB activity is
regulated at multiple
levels. Here, we studied
the mechanism by which
the p50 subunit of NF-
kappaB is activated in
cortical neurons, in
response to an increase in
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the concentration of the
NF-kappaB binding
protein 2 (NF-kappaB
BP2), an NF-kappaB
inhibitory protein. Using
the MM13 human
neuroblastoma cell line as
a model system, we found
that NF-kappaB BP2
binds to the p50 subunit,
leading to the activation of
NF-kappaB. This effect
was inhibited by co-
expression of a dominant-
negative mutant of RelB.
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Overexpression of NF-
kappaB BP2 induced the
phosphorylation of
IkappaB, and small
interfering RNA directed
against NF-kappaB BP2
decreased the
phosphorylation of
IkappaB. In cortical
neurons, lentivirus-
mediated expression of
NF-kappaB BP2 induced
NF-kappaB and Bcl-2
expression and protected
these neurons against
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oxidative stress induced
by H2O2. This stress is an
upstream pathway leading
to the activation of NF-
kappaB in response to
other stimuli. Consistent
with this, lentivirus-
mediated expression of
NF-kappaB BP2 in
cortical neurons rescued
the expression of Bcl-2
and the phosphorylation
of IkappaB in neurons
treated with the c-Abl
kinase inhibitor STI-571.
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These results suggest that
the p50 subunit of NF-
kappaB is activated
through a pathway in
which NF-kappaB BP2
activates NF
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