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Abstract
Here we review evidence of roles for NF-jB in the regulation of
developmental and synaptic plasticity, and cell survival in
physiological and pathological settings. Signaling pathways
modulating NF-jB activity include those engaged by neuro-
trophic factors, neurotransmitters, electrical activity, cytokines,
and oxidative stress. Emerging findings support a pivotal role
for NF-jB as a mediator of transcription-dependent enduring
changes in the structure and function of neuronal circuits. Distinct
subunits of NF-jBmay uniquely affect cognition and behavior by
regulating specific target genes. NF-jB activation can prevent the
death of neurons by inducing the production of antiapoptotic
proteins such as Bcl-2, IAPs and manganese superoxide
dismutase (Mn-SOD). Recent findings indicate that NF-jB plays
important roles in disorders such as epilepsy, stroke, Alzheimer’s
and Parkinson’s diseases, as well as oncogenesis. Molecular
pathways upstream and downstream of NF-jB in neurons are
being elucidated and may provide novel targets for therapeutic
intervention in various neurological disorders.
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The Basics

Activation of NF-jB in neurons

Seminal studies in lymphocytes identified NF-kB as a key
transcription factor involved in the regulation of cytokine

production.1 It was then shown that NF-kB resides in the
cytoplasm in an inactive form consisting of three protein
subunits, a transcription factor dimer and an inhibitory subunit
called IkB. Several different NF-kB DNA-binding subunits
have been identified including p65 (Rel-A), Rel-B, c-Rel, p50
(produced from a 105 kDa precursor), and p52 (produced
from a 100 kDa precursor). Inhibitory subunits include IkBa,
IkBb, IkBg, and Bcl-3. In neurons, the most common NF-kB
complex appears to consist of p65, p50 and IkBa.2–5

However, other complexes are present in neurons and their
subunit composition may vary depending upon factors such
as the developmental state of the neurons and their location
within the nervous system.6,7 The canonical mechanism of
NF-kBactivation involves phosphorylation of the inhibitory IkB
subunit by the IkB kinase complex (IKK);8 phosphorylation
targets IkB for ubiquitination and subsequent proteasomal
degradation, thereby releasing the active NF-kB factor dimer
(Figure 1). NF-kB then translocates to the nucleus and binds
to kB sites in promoters of target genes.
A growing list of signals that can activate NF-kB in neurons

includes tumor necrosis factor-a (TNF),9 the excitatory
neurotransmitter glutamate,3 nerve growth factor (NGF),10,11

activity-dependent neurotrophic factor (ADNF),12 a secreted
form of amyloid precursor protein13 and cell adhesion
molecules.14 These molecules can activate NF-kB through
coupling to kinase cascades including calcium/calmodulin-
dependent kinase II,15 Akt16,17 and protein kinase C18

(Figure 2). One or more of the latter signaling pathways is
likely to account for the high constitutive activity of NF-kB in
neurons compared to nonexcitable cells.3,15,19

Dimer composition and transcriptional regulation

NF-kB regulates many promoters containing variations in a
highly divergent consensus DNA-binding sequence (the kB
site). Mice deficient in single subunits of the NF-kB family
show distinct phenotypes and this translates into both
qualitative and quantitative differences in target gene expres-
sion as a result of transcriptional regulation by different
dimers.20,21 Variations in the kB site appear to confer
regulatory specificity for NF-kB family members by two
general mechanisms. The sequence of the kB site can
determine which coactivators form productive interactions
with the bound NF-kB dimer.22 This mode of specificity occurs
independently of any inherent difference in DNA binding by
distinct dimers.
A second mechanism conferring specificity of transcrip-

tional regulation involves differential affinity of NF-kB dimer
combinations for different kB sites. One example of the
second mechanism is a variation of the kB site which
preferentially binds RelB : p52 heterodimers.23 Another
example involves the c-Rel subunit of NF-kB, which appears
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to recognize a broader range of kB sites with high affinity
in comparison to dimers containing p65.24 While the
DNA-contacting residues of c-Rel and p65 appear to be
identical, the broader range of high-affinity interactions by
c-Rel homodimers is suggested to arise from unique residues
present in the Rel homology region of c-Rel. In a physiological
context, variable regulatory effects of NF-kB on different
promoters offer the potential for target genes to be under the
transcriptional control of distinct NF-kB subunits. How this
operates within the nervous system and whether it might be a
distinguishing feature of NF-kB activation by discrete stimuli
and in distinct cell types remains unknown.

Plasticity and Growth

Cognitive function

A requirement for the NF-kB family of transcription factors in
cognitive functions such as learning and memory has been
revealed in a number of behavioral assays. This function of
NF-kB appears consistent in both mammalian and inverte-
brate systems, and has been replicated using a variety of
methods to interfere with the NF-kB pathway. For example,
pharmacological and/or genetic inhibition of NF-kB results
in impaired inhibitory avoidance of long-term memory and
spatial navigation learning in mice. As the latter and other
findings have been the subject of several recent reviews, we
will not detail them here.25,26 Whether different subunits of the
NF-kB family will have primarily overlapping, or some distinct,
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Figure 1 Protein modifications and interactions involved in the activation of
NF-kB and the regulation of gene expression by this transcription factor. In the
canonical pathway of NF-kB activation, incoming signals activate the IkB kinases
(IKKa and IKKb), which then phosphorylate IkBa. Phosphorylation of IkBa
results in the ligation of ubiquitin (Ub), thereby targeting IkBa for proteolytic
degradation in the proteasome, simultaneously releasing the NF-kB dimer (p65/
p50) which can then translocate into the nucleus. NF-kB binds to specific DNA
sequences in the enhancer region of genes and, together with adjacent enhancer
elements (AP1 and C/EBP, for example), modulates the expression of the
downstream gene. The p65 subunit can recruit CREB-binding protein (CBP/
p300) to the site. CBP, which has histone acetyltransferase (HAT) activity, is a
coactivator. In addition to positive modulators of NF-kB transcriptional activity,
there are proteins that antagonize NF-kB activity including NRF (NF-kB
repressing factor) whose activity can be modulated by acetylation. AP1,
activating protein 1; CRE, CREB response element; CREB, cyclic AMP response
element-binding protein; HDAC1, histone deacetylase 1
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Figure 2 Examples of mechanisms of activation and inhibition of NF-kB by factors that affect neuronal survival in the contexts of developmental cell death and
neurodegenerative disorders. Environmental insults such as oxidative and metabolic stress, neurotoxins and physical trauma can result in the activation or inhibition of
NF-kB. For example, NF-kB is activated in neurons in response to cerebral ischemia, but is inhibited by the membrane lipid peroxidation product 4-hydroxynonenal.
Typically, intracellular signals such as calcium, reactive oxygen species and ceramide mediate stress-induced modulation of NF-kB activity. Intercellular signals bind
specific cell surface receptors and use a variety of pathways to activate NF-kB. Activating factors include a range of neurotransmitters, neurotrophic factors, cytokines
and cell adhesion molecules. Gene targets of NF-kB that have been shown to promote the survival of neurons include those encoding BDNF, Bcl-2, Bcl-xL, N-methyl-D-
aspartate receptor subunits, Mn-SOD and inhibitor of apoptosis proteins (IAP). Arrows indicate activation and lines with closed circles at the end indicate inhibition. See
text for further information
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functions within the central nervous system (CNS) remains an
open and interesting question. Roles for p65, p50 and c-Rel
subunits of NF-kB in cognitive function have been reported
(Table 1). Deficits in contextual fear memory were found in
mice lacking c-Rel7 and impaired anxiety responses seen in
p50-deficient mice,29 while mice lacking p65 demonstrated
deficits in spatial memory.15 Mice lacking p50 are reported
to have increased exploratory activity and less apparent
anxiety in open field and novel object tests.28 In contrast,
c-Rel-deficient mice were reported to show decreased
exploratory activity and no change in anxiety-related behavior
on the open-field test.7 While these contrasts are intriguing, it
is probably too early to know whether any or all of these
possible differences in subunit function are actual or only
apparent due to the limited number of studies.
Characterization of the large number of genes regulated by

the NF-kB family of transcription factors has been more
extensive in tissues outside the CNS.30 Broad categories of
NF-kB-responsive genes include growth factors, cytokines,
chemokines, inflammatory mediators and adhesion mole-
cules, many of which have readily apparent relevance to
plasticity. Several studies have revealed new transcriptional
targets of NF-kB in the brain, as described in a current
review.26 Interestingly, a general role for NF-kB-mediated
transcriptional regulation in long-term memory was recently
revealed in a microarray study. Levenson, Sweatt, and
co-workers conducted a bioinformatics analysis of transcripts
with altered expression levels during NMDA-receptor-depen-
dent contextual memory consolidation. The team searched for
common regulatory elements within their identified pool of
consolidation-associated genes. The cognate binding motif
for NF-kB was significantly enriched in the regulatory regions
of consolidation-associated genes from hippocampal
area CA1 compared to randomly selected genes.7 Which
genes contained regulatory regions for NF-kB, out of their
38 plasticity-associated genes from hippocampal area CA1,
as well as the functionality of the identified kB-sites, remain to
be detailed.

Growth factor signaling

Neurotrophins are essential for many aspects of CNS
function, from differentiation and synaptogenesis during brain
development to growth and plasticity in the adult brain. Of all

the growth factor pathways in the CNS, NF-kB activation by
nerve growth factor (NGF) is the most well characterized
to date. NGF mediates its effects by binding to both the
trkA receptor and the p75 neurotrophin receptor (p75NTR)
(Figure 3). Separate activation of either the p75NTR or trkA is
sufficient to lead to NF-kB activation.10,31 However, interac-
tions in the signaling pathways downstream of either trkA
or p75NTR are likely to have potential impacts on NF-kB-
dependent regulation of gene expression. In studies using
chimeric receptors to isolate the signaling pathways in a
neuronal cell line (PC12), Foehr et al. found that the p75NTR

activated the p65, p50 and p52 subunits of NF-kB, while trkA
activated only p50 and p65. Selective stimulation of either trkA
or the p75NTR induced sets of genes with significant overlap,
but certain genes were also specifically induced through
one receptor or the other.31 Thep75NTR is amember of the TNF
superfamily of receptors; all known members of this receptor
family can activate the NF-kB transcription factors. Interest-
ingly, the p75NTR is able to bind all neurotrophins as well as
some neurotrophin precurser molecules. However, binding of
different neurotrophins to the p75NTR does not appear equally
capable of activating NF-kB.10

Table 1 Behavioral phenotypes of NF-kB-deficient mice

Deficiency Cognitive tests Other behavior Additional
phenotype

References

p50 Impaired acquisition of active
avoidance to footshock in a massed
trial, normal retention

NA 27

p50 NA Decreased anxietya in open maze,
and novel object test

Decreased weight 28

p65 Delayed spatial and normal cued
learning in distributed radial maze
trials, normal exploratory activity

Normal exploratory activity NA 15

c-Rel Impaired contextual and normal
associative fear memory

Hypoactive in open-field test,
normal anxietya behavior

Normal nociception 7

aAnxiety is assessed by time spent in anxiogenic settings such as the center of an open-field, in an open versus a closed maze arm, or in close proximity to a novel
object

Figure 3 Nerve growth factor signaling through NF-kB. Binding of NGF to
either the p75NTR or the TrkA receptor can lead to activation of NF-kB. TRAF6
mediates signaling downstream of the p75NTR leading to activation of both NF-kB
and JNK. The TrkA-linked p62 scaffold binds both atypical PKC (aPKC) and
TRAF6 and could serve as a platform for crosstalk between the p75NTR and TrkA
pathways
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Signaling through the p75NTR has been alternatively linked
to both pro-survival and pro-death functions. A possible
explanation lies in the activation of divergent signaling
pathways following ligand binding to the p75NTR. Like other
members of the TNFR superfamily, the p75NTR functions
through separate signaling pathways leading to both c-Jun-N-
terminal kinase (JNK) and NF-kB activation. Characterization
of TNFR superfamily pathways outside the nervous system
has revealed that activation of JNK typically promotes cell
death, while it is balanced by activation of NF-kB which most
typically promotes survival.32 Research in the past few years
has revealed that the p75NTR is coupled to both JNK and
NF-kB activation through the tumor necrosis factor receptor-
associated factor-6 (TRAF6) protein.33 TRAF6 is one of the
six TRAF family members identified to date and is expressed
in most tissues, including the CNS. A dominant negative
mutant of TRAF6 effectively inhibits NF-kB activation through
the p75NTR, while not affecting activation through trkA.31

Deletion of TRAF6 resulted in a loss of the neurotrophin-
coupled induction of apoptosis in both schwann cells and
sympathetic neurons of TRAF6�/� mice.34

It is currently unknown how either the p75NTR or trk A
receptors converge to activate the IKK complex. Adaptor
proteins may be involved in forming signaling complexes with
TRAF6 and helping to recruit it to the p75NTR. The serine/
threonine kinase, IRAK, as well as RIP2, which is reported
to bind directly to the p75NTR, have been suggested to
participate in this complex.35,36 The scaffold protein, p62, is
reported to serve as an additional adaptor protein that binds
TRAF6 directly andmay provide a link with the atypical protein
kinases Cs (aPKCs), which can phosphorylate IKKb.37,38

Interestingly, p62 selectively interacts with the trkA receptor,
while TRAF6 interacts with the p75NTR but not trkA. In light of
these findings, it has been suggested that p62 may serve as
a platform for pathway interaction between NGF signals
mediated by the trkA and p75NTR.39

Elucidating the diversity of functions mediated by NGF (and
pro-NGF) signaling through different neurotrophin receptors is
currently an active area of research (for reviews, see Guo
et al.40 andGabriel et al.41). Not surprisingly, there is evidence
that NF-kB will not work alone, but may function in concert
with other pathways to regulate complex neuronal processes
such as plasticity, survival and dendrite development.
Previous work has demonstrated that Notch activation
mediates changes in gene expression responsible for the
contact-dependent inhibition of dendritic growth.42 Using
primary murine hippocampal cultures, Salma-Cohen et al.43

provided evidence that NF-kB activation downstream of NGF
and the p75NTR can regulate expression of some of the same
transcripts as Notch. This pathway was suggested to function
in parallel to Notch, and to allowmodulation of dendrite growth
by soluble factors even in the absence of cell-contact signals.
A commercially available inhibitor (SN50), which blocks the
nuclear localization of NF-kB, and also the nuclear induction
of other transcription factors such as STAT, AP-1 and NFAT,
was used in this study, and it will be important to verify the
findings using alternative techniques.44–46 Additional levels
of potential interaction between Notch and NF-kB have
also been suggested with Notch functioning as an IkB-like
molecule.47 NGF and other neurotrophins impact neuronal

survival and differentiation as well as neurite outgrowth and
activity-dependent plasticity; understanding the role of the
NF-kB signaling system in these effects will be an exciting
area for future research.

Cell Survival and Disease

Oncogenesis and tumor promotion

The same machinery that is involved in cell survival, growth,
and proliferation can become dysregulated in human disease,
leading to inappropriate growth regulation or the transforma-
tion of cells into tumors. Cancer is characteristically thought to
develop with an initiating event, generally involving genetic
damage, followed by a promotion phase involving proliferation
of initiated precancerous cells and the possibility of incurring
additional genetic mutations. In studies of cancer outside the
CNS, there is strong evidence that activation of the NF-kB
is often critical for the promotion phase of tumorigenesis.
NF-kB functions prominently in the regulation of immune and
inflammatory responses, proliferation, angiogenesis, and
oncogenesis,48–50 and typically induces antiapoptotic gene
expression to promote cell survival.8,51 Consistent with this
function, mutations and translocations resulting in constitutive
activation of the NF-kB pathway are found in tumors derived
from many different tissues (e.g. lymphoid, epithelial, and
mammary)52 and correlate with higher grades of malignancy
and a poor prognosis. In some cases, these mutations
are known to directly promote tumor growth and NF-kB
inhibition can inhibit growth and enhance the response to
antitumor therapy.53

Recent evidence suggests that NF-kB will likely emerge as
a prominent player in brain cancer as well. Two recent
publications have highlighted oncogenic alterations in signal-
ing pathways (trkAIII, ING4) causing dysregulated constitutive
NF-kB activation which resulted in increased survival, growth,
and angiogenesis of brain tumors.54,55 A novel alternative
splice variant of trkA, termed trkAIII, was identified with
expression restricted to neural progenitor cells, neuroblasto-
mas, and other neural crest-derived tumors. TrkAIII is consti-
tutively active in a ligand-independent fashion, and was found
to continuously induce activation of NF-kB in neuroblastoma
cell lines. Another interesting link between NF-kB and brain
cancer involves the finding that the candidate tumor suppres-
sor protein, ING4, mediates transcriptional repression of
NF-kB-responsive genes, possibly by directly binding the p65
subunit of NF-kB. In this study, low levels of ING4 correlated
with higher NF-kB activity, increased expression of NF-kB-
regulated genes promoting brain tumor angiogenesis, and a
worse tumor grade.
Constitutive NF-kB activation has now been observed

in numerous glioblastoma cell lines as well as primary
glioblastoma tumors.55,56 In most cases, however, it remains
unknown how NF-kB activation influences the oncogenic
potential of the tumor. NF-kB-regulated gene products
associated with tumor progression and metastasis include
intercellular adhesion molecule-1 (ICAM-1), matrix protein
tenascin C, vascular endothelial growth factor (VEGF),
interleukin-8 (IL-8), cyclooxygenase-2 (COX-2), and matrix
metalloprotease 9 (MMP9). As detailed in the next
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section, NF-kB also regulates the expression of a number
of antiapoptotic gene products, which could contribute to
‘immortalizing’ cells.

NF-jB as a regulator of cell survival

NF-kB has long been known to function as a critical regulator
of apoptosis and often induces genes favoring cell survival;
these gene products include cellular inhibitors of apoptosis
(cIAPs), BCL2s, TRAF1/TRAF2, and superoxide dismutase
(SOD). NF-kB can alsomodulate the expression of apoptosis-
promoting cytokines such as TNFa and FAS ligand (FASL).
(see www.nf-kb.org for a more complete listing). Early
indications that NF-kB activation could promote survival in
neurons came from studies of embryonic rat hippocampal
cultures. When pretreated with TNF, the neurons were more
resistant to death when exposed to metabolic and excitotoxic
insults.57–59 Inhibiting NF-kB using a decoy DNA approach
provided evidence that activation of NF-kB was necessary
for the neuron survival-promoting action of TNF.57 TNF
pretreatment was associated with increased production of
the antiapoptotic proteins Bcl-2 and Bcl-xL, and expression
of a dominant negative form of IkB inhibited the ability of TNF
to protect hippocampal neurons.59 Stimulation of neuronal
cultures through either TNFR1 or TNFR2 has been reported to
lead, respectively, to either transient or lasting (4 h) activation
of NF-kB.60 The TNFR2-mediated persistent NF-kB was
found to be neuroprotective against excitotoxicity in cortical
cultures.60 Similar to TNF, transforming growth factor-beta1
(TGF-b1) can prevent the death of neurons by activating PI3
kinase and extracellular signal-regulated kinases, which, in
turn, activate NF-kB.61

A pro-survival role for NF-kB is also seen in the increased
neurotoxin-induced damage to neuronal cells of mice lacking
the p50 subunit of NF-kB compared to wild-type mice.5

Additional findings suggest a role for NF-kB activation in
modulating programmed death of neurons during develop-
ment of the nervous system. NF-kB activity has been reported
to decline in cerebellar neurons subjected to trophic factor
deprivation, a model of developmental neuronal death,
possibly as the result of increased levels of IkBs.62 In addition,
NGF was incapable of preventing the death of cultured
sympathetic neurons when the neurons were treated with
nonspecific inhibitors of NF-kB.11

In contrast to the findings described above, other studies
suggest that NF-kB activation promotes the death of neurons
under certain conditions. In models of ischemia, for example,
NF-kB activation appears to contribute to brain damage and
mice lacking the p50 subunit of NF-kB demonstrate
decreased infarct volumes.63,64 In some cases, however,
support for proapoptotic functions of NF-kB has been based
upon either associations betweenNF-kBactivity and neuronal
death without a causal relationship65 or on experiments that
employed drugs with multiple mechanisms of action such as
aspirin and PDTC.64,66,67

Although it is well documented that NF-kB does under
certain conditions actually promote the expression of pro-
apoptotic genes, an alternative mechanism should be con-
sidered in the complex cellular milieu of the CNS. Activation of
NF-kB in glial cells (microglia and astrocytes) might indirectly

promote neuronal death. Microglia and astrocytes can, by
an NF-kB-mediated mechanism, produce large amounts of
proinflammatory cytokines, reactive oxygen species, and
excitotoxins.68 NF-kB can also induce nitric oxide synthase
in glial cells resulting in the production of nitric oxide and
related neurotoxic reactive oxygen species.69 A recent study
in which irradiated wild-typemice were transplanted with bone
marrow from mice lacking inducible nitric oxide synthase
provided evidence for an important role for glial nitric oxide in
excitotoxin-induced neuronal death.40 Such glia-mediated
neurotoxicity may explain the decreased ischemic neuronal
damage in mice in which NF-kB activity was reduced.
A potential unifying hypothesis concerning the role of NF-kB
in neuronal survival is that activation of NF-kB in neurons
could promote their survival, whereas activation of NF-kB in
glial cells may induce the production of neurotoxins.

Acute CNS trauma

The first evidence that NF-kBmight play important roles in the
responses of neurons to injury came from studies in which
NF-kB DNA-binding activity was evaluated in brain and spinal
cord tissues in animal models of acute trauma. For example,
NF-kB is activated in CA1 hippocampal neurons in response
to transient global forebrain ischemia in rats65 and after focal
ischemia–reperfusion in association with reactive glial cells in
rats.41 Severe epileptic seizures result in a rapid increase in
the amount of activated NF-kB in the hippocampus.70 Such
activation of NF-kB under adverse conditions may represent
part of a stress response mechanism designed to help
neurons survive the stress. Cell culture studies have shown
that activation of NF-kB in neurons can be protective against
the excitotoxic and metabolic insults relevant to the pathogen-
esis of stroke and traumatic injury (refer to section on cell
survival). When an NF-kB decoy DNA oligonucleotide was
infused into the lateral ventricles of mice, seizure-induced
death of hippocampal neurons was exacerbated, similar to the
increased excitotoxic death of hippocampal neurons in p50-
deficient mice.5 Hippocampal granule neurons in p50 knock-
out mice were also more vulnerable to death induced by
chemical insult with trimethyltin.27 More recently, it was
reported that selective inhibition of NF-kB in forebrain neurons
with a calcium-calmodulin-dependent kinase IIa promoter-
driven tetracycline transactivator resulted in increased vulner-
ability of the neurons to death induced by neurotoxic insults.71

Traumatic injury to the brain and spinal cord results in
increased levels of NF-kB activity in cells within and
surrounding the site of injury including neurons, astrocytes,
and microglia.72 NF-kB activity can remain elevated for long
time periods (weeks to months) following a traumatic injury
and likely contributes to associated inflammatory processes.
Damage to cortical neurons and the blood–brain barrier were
exacerbated in mice lacking TNFa receptors, which was
associated with reduced NF-kB activation,73 consistent with
an adaptive neuroprotective function of NF-kB.

Chronic neurodegenerative disorders

NF-kB activity and expression of several NF-kB target genes
are altered in association with the brain pathology in
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Alzheimer’s disease. Levels of p65 immunoreactivity are
increased in neurons and astrocytes associated with amyloid
plaques in the brains of Alzheimer’s disease patients
suggesting increased NF-kB activation in those cells.74

Exposure of cultured neurons to amyloid b-peptide or a
secreted form of amyloid precursor protein (sAPP) induced
NF-kB activation,13,75 suggesting a role for proteolytic
products of APP in NF-kB activation in Alzheimer’s disease
brain cells. Levels of NF-kB activity are increased in
cholinergic neurons in the basal forebrain of Alzheimer’s
patients.76 Others have established a correlation between
increased NF-kB activity and COX-2 gene transcription in
brain regions affected in Alzheimer’s patients.29 Moreover,
inhibition of NF-kB transcriptional activity with decoy DNA
results in increased vulnerability of neurons to death induced
by amyloid b-peptide.57 Oxidative stress may impair NF-kB
functions as it has been shown that membrane lipid
peroxidation inhibits NF-kB activity, possibly by a direct
interaction of 4-hydroxynonenal with NF-kB subunits. The
proapoptotic protein prostate-apoptosis response-4 (Par-4),
which is implicated in Alzheimer’s disease,77 kills neurons in
part, by inhibiting NF-kB activity.78

As described earlier for acute trauma to the CNS, activation
of neuronal NF-kB in Alzheimer’s disease may be a
neuroprotective defense response, and, indeed, activation
of NF-kB can protect neurons against death induced by
amyloid b-peptide.9 On the other hand, activation of NF-kB in
glial cells may mediate the production of proinflammatory
cytokines and nitric oxide associated with the amyloid and
neurofibrillary pathology in Alzheimer’s disease.79 In addition,
NF-kB might also play a role in amyloidogenesis itself, since
expression of APP can be induced by NF-kB.80

Mutations in the genes encoding APP, presenilin-1, and
presenilin-2 cause inherited early-onset Alzheimer’s disease.
The presenilins are essential for cleavage of APP at the
C-terminus of amyloid b-peptide, the final step in amyloid
b-peptide production.81 Studies of neurons expressing normal
or mutant forms of presenilin-1 suggest a role for impaired
ability of neurons to induce NF-kB activation under conditions
of oxidative stress in the pathogenesis of Alzheimer’s
disease.75 An abnormal NF-kB response occurs in neurons
expressingmutant presenilin-1 such that it is activated rapidly,
but then drops to very low levels for a prolonged time period. It
was also reported that neurons in presenilin-1 mutant mice
exhibit impaired NF-kB activation in response to exposure to
trimethyltin.82

It was reported that there is a large increase in the
percentage of dopaminergic neurons in the substantia nigra
that exhibit nuclear p65 immunoreactivity in Parkinson’s
disease patients compared to age-matched control sub-
jects.83 As oxidative stress and mitochondrial dysfunction
occur in neurons affected in Parkinson’s disease,84 increased
NF-kB activity could be part of a neuroprotective response.
Studies of animal models of Parkinson’s disease further
suggest a protective role for NF-kB. For example, treatment of
rats with an inhibitor of NF-kB increases the vulnerability of
dopaminergic cells to the neurotoxin 6-hydroxydopamine.85

Alterations in NF-kB signaling have also been implicated in
the demise of striatal neurons in Huntington’s disease. Striatal
neurons in mice lacking the p50 subunit of NF-kB exhibit

increased vulnerability to the mitochondrial toxin 3-nitropro-
pionic acid.86 Levels of Mn-SOD were increased in response
to 3-nitropropionic acid in striatal cells of wild-type mice, but
not in striatal cells of mice lacking p50, indicating a pivotal role
for NF-kB in this neuroprotective response. Mutant Hunting-
tin, expressed from an inducible promoter, was found to
activate NF-kB in a neuronal cell line and blockade of the
NF-kB activation pathway reduced the toxicity of mutant
Huntingtin.87 In contrast, the results of some studies suggest
that activation of NF-kB may promote the death of neurons
under conditions such as oxidative and metabolic stress that
may occur in neurodegenerative disorders.63,88 The factors
that determine whether NF-kB activation is beneficial or
detrimental for neurons in the context of neurodegenerative
disorders are poorly understood, but likely involve regulatory
elements that determine whether NF-kB increases the
expression of pro- or antiapoptotic genes.
In some cases, appropriate repair of double-strand DNA

breaks can determine whether neurons live or undergo
programmed cell death during development of the nervous
system.89,90 In addition, several studies have documented
increased amounts of DNA damage in vulnerable neuronal
populations in both patients and animal models of Alzhei-
mer’s, Parkinson’s, Huntington’s diseases, and stroke.91

Activation of NF-kB by DNA damage can occur through
multiple pathways, including both p53-independent and p53-
dependent signaling mechanisms.92–94 It has been reported
that NF-kB is rapidly activated following DNA damage in
cultured neurons in an IKK- ATM- and p53-independent
manner.95 Data in the latter study suggested that NF-kB acts
upstream of p53 in acute cell death induced by DNA damage,
but, on the other hand, NF-kB promotes cell survival when
activated over a longer time period in the absence of severe
DNA damage. However, in another study, DNA-damaging
agents reduced NF-kB activity in cultured neurons and
treatment with a p53 inhibitor resulted in preservation of
NF-kB activity.96 The latter study provided evidence that p53
and NF-kB compete for binding to the transcriptional cofactor
CBP, suggesting a mechanism whereby p53 and NF-kB
could have opposite effects on the transcription of pro- or
antiapoptotic genes.

Future Directions

We now know that NF-kB is present in axons, dendrites, and
synaptic terminals where it can be activated in response to
a range of signals including neurotransmitters, neurotrophic
factors, and cytokines. However, the range of intercellular
signals and transduction mechanisms that regulate NF-kB
activity in neurons is likely to be broad and complex. The
identification of these pathways, and their interactions with
other signaling pathways that regulate neuronal survival and
plasticity will be an important topic for future investigations.
The possibility of post-transcriptional regulation of either
expression or activity of NF-kB subunits also remains
unexplored. As NF-kB is a preformed transcription factor, its
activity is not typically prominently regulated by transcriptional
or translational mechanisms. However, synaptic compart-
ments are often located at a considerable distance from the
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cell body/nucleus and local mechanisms of post-transcrip-
tional regulation are known to play special roles in aspects of
synaptic function and plasticity within the CNS. Whether local
translation or microRNA-mediated mRNA degradation could
serve to regulate subcellular localization and function of
NF-kB in the nervous system is an open question.
Knowledge of NF-kB gene targets in neurons is limited, with

only a few genes having been established as NF-kB
responsive. As NF-kB activation can promote cell survival,
and developmental and synaptic plasticity, genes involved
in these processes are undoubtedly regulated by NF-kB. It
would also seem quite surprising if NF-kB functioned in
isolation. A more likely scenario is that NF-kB cooperates with
other transcription factors involved in neuronal plasticity
including immediate-early gene products, CREB, and other
mechanisms of transcriptional regulation. In some cases, the
NF-kB responsive genes may serve dual functions in cell
survival and plasticity. A case-in-point is BDNF which is
induced by NF-kB in response to glutamate receptor activa-
tion.97 BDNF activates a receptor tyrosine kinase (trkB)
coupled to PI3 kinase–Akt and MAP kinase signaling path-
ways, which promote cell survival and play a critical role in
learning and memory.98 The latter example suggests that
NF-kB is amajor integrator of signaling pathways thatmediate
adaptive responses of neurons to an ever-changing environ-
ment. Although it has generally been assumed that the only
mechanism of action of NF-kB is transcriptional regulation,
other mechanisms are worth considering and local actions of
NF-kB in neuronal processes and at synapses are possible.
Increasing evidence suggests that NF-kB is involved in the

pathogenesis of many different neurological disorders, either
promoting or mitigating disease. Future research aimed at
developing novel NF-kB-based preventative and therapeutic
approaches to such disorders would be valuable. However,
because all cell types in the nervous system express NF-kB, it
is likely that ideal agents would be cell type-selective in their
actions. For example, inhibitors of NF-kB that selectively
target microglial cells might suppress damaging neural
inflammatory processes without affecting the function of
NF-kB in neurons. Unraveling the cell-type-specific functions
of NF-kB in more detail is likely to aid therapeutic efforts
enormously.

Acknowledgements

We regret the omission of many references due to space limitations. MP
Mattson was supported by the National Institute on Aging Intramural
Research Program, MK Meffert was supported by an NINDS K08 grant
and by a Distinguished Scientist Award from The Sontag Foundation.

References

1. Baeuerle PA and Baltimore D (1996) NF-kappa B: ten years after. Cell 87:
13–20

2. Kaltschmidt B and Kaltschmidt C (1994) Constitutive NF-kappa B activity in
neurons. Mol. Cell. Biol. 14: 3981–3992

3. Guerrini L, Blasi F and Denis-Donini S (1995) Synaptic activation of NF-kappa
B by glutamate in cerebellar granule neurons in vitro. Proc. Natl. Acad. Sci.
USA 92: 9077–9081

4. Simpson CS and Morris BJ (1999) Activation of nuclear factor kappaB by nitric
oxide in rat striatal neurones: differential inhibition of the p50 and p65 subunits
by dexamethasone. J. Neurochem. 73: 353–361

5. Yu Z, Zhou D, Bruce-Keller AJ, Kindy MS and Mattson MP (1999) Lack of the
p50 subunit of nuclear factor-kappaB increases the vulnerability of
hippocampal neurons to excitotoxic injury. J. Neurosci. 19: 8856–8865

6. Mao X, Moerman AM and Barger SW (2002) Neuronal kappa B-binding factors
consist of Sp1-related proteins. Functional implications for autoregulation of
N-methyl-D-aspartate receptor-1 expression. J. Biol. Chem. 277: 44911–44919

7. Levenson JM, Choi S, Lee S-Y, Cao YA, Ahn HJ, Worley KC, Pizzi M, Liou H-C
and Sweatt JD (2004) A bioinformatics analysis of memory consolidation
reveals involvement of the transcription factor c-rel. J. Neurosci. 24: 3933–3943

8. May MJ and Ghosh S (1999) IkappaB kinases: kinsmen with different crafts.
Science 284: 271–273

9. Barger SW, Horster D, Furukawa K, Goodman Y, Kriegelstein J and Mattson
MP (1995) Tumor necrosis factors alpha and beta protect neurons against
amyloid beta-peptide toxicity: evidence for involvement of a kappa B-binding
factor and attenuation of peroxide and Ca2+ accumulation. Proc. Natl. Acad.
Sci. USA 92: 9328–9332

10. Carter BD, Kaltschmidt C, Kaltschmidt B, Offenhauser N, Bohm-Matthaei R,
Baeuerle PA and Barde YA (1996) Selective activation of NF-kappa B by
nerve growth factor through the neurotrophin receptor p75. Science 272:
542–545

11. Maggirwar SB, Sarmiere PD, Dewhurst S and Freeman RS (1998) Nerve
growth factor-dependent activation of NF-kappaB contributes to survival of
sympathetic neurons. J. Neurosci. 18: 10356–10365

12. Glazner GW, Camandola S and Mattson MP (2000) Nuclear factor-kappaB
mediates the cell survival-promoting action of activity-dependent neurotrophic
factor peptide-9. J. Neurochem. 75: 101–108

13. Barger SW and Mattson MP (1996) Induction of neuroprotective kappa
B-dependent transcription by secreted forms of the Alzheimer’s beta-amyloid
precursor. Brain Res. Mol. Brain Res. 40: 116–126

14. Krushel LA, Cunningham BA, Edelman GM and Crossin KL (1999) NF-kappaB
activity is induced by neural cell adhesion molecule binding to neurons and
astrocytes. J. Biol. Chem. 274: 2432–2439

15. Meffert MK, Chang JM, Wiltgen BJ, Fanselow MS and Baltimore D (2003)
NF-kappa B functions in synaptic signaling and behavior. Nat. Neurosci. 6:
1072–1078

16. Lilienbaum A and Israel A (2003) From calcium to NF-kappa B signaling
pathways in neurons. Mol. Cell. Biol. 23: 2680–2698

17. Rojo AI, Salinas M, Martin D, Perona R and Cuadrado A (2004) Regulation of
Cu/Zn-superoxide dismutase expression via the phosphatidylinositol 3 kinase/
Akt pathway and nuclear factor-kappaB. J. Neurosci. 24: 7324–7334

18. Wooten MW (1999) Function for NF-kB in neuronal survival: regulation by
atypical protein kinase C. J. Neurosci. Res. 58: 607–611

19. Kaltschmidt C, Kaltschmidt B and Baeuerle PA (1995) Stimulation of ionotropic
glutamate receptors activates transcription factor NF-kappa B in primary
neurons. Proc. Natl. Acad. Sci. USA 92: 9618–9622

20. Hoffmann A, Leung TH and Baltimore D (2003) Genetic analysis of
NF-kappaB/Rel transcription factors defines functional specificities. EMBO J.
22: 5530–5539

21. Gerondakis S, Grossmann M, Nakamura Y, Pohl T and Grumont R (1999)
Genetic approaches in mice to understand Rel/NF-kappaB and IkappaB
function: transgenics and knockouts. Oncogene 18: 6888–6895

22. Leung TH, Hoffmann A and Baltimore D (2004) One nucleotide in a kappaB site
can determine cofactor specificity for NF-kappaB dimers. Cell 118: 453–464

23. Bonizzi G, Bebien M, Otero DC, Johnson-Vroom KE, Cao Y, Vu D, Jegga AG,
Aronow BJ, Ghosh G, Rickert RC and Karin M (2004) Activation of IKKalpha
target genes depends on recognition of specific kappaB binding sites by
RelB:p52 dimers. EMBO J. 23: 4202–4210

24. Sanjabi S, Williams KJ, Saccani S, Zhou L, Hoffman A, Ghosh G, Gerondakis
S, Natoli G and Smale ST (2005) A c-Rel subdomain responsible for enhanced
DNA-binding affinity and selective gene activation. Genes Dev. 19: 2138–2151

25. Meffert MK and Baltimore D (2005) Physiological functions for brain
NF-kappaB. Trends Neurosci. 28: 37–43

26. Kaltschmidt B, Widera D and Kaltschmidt C (2005) Signaling via NF-kappaB in
the nervous system. Biochim. Biophys. Acta 1745: 287–299

27. Kassed CA, Willing AE, Garbuzova-Davis S, Sanberg PR and Pennypacker KR
(2002) Lack of NF-kappaB p50 exacerbates degeneration of hippocampal

NF-jB in neuronal plasticity and disease
MP Mattson and MK Meffert

858

Cell Death and Differentiation



neurons after chemical exposure and impairs learning. Exp. Neurol. 176:
277–288

28. Kassed CA and Herkenham M (2004) NF-kappaB p50-deficient mice show
reduced anxiety-like behaviors in tests of exploratory drive and anxiety. Behav.
Brain Res. 154: 577–584

29. Lukiw WJ and Bazan NG (1998) Strong nuclear factor-kappaB-DNA binding
parallels cyclooxygenase-2 gene transcription in aging and in sporadic
Alzheimer’s disease superior temporal lobe neocortex. J. Neurosci. Res. 53:
583–592

30. Pahl HL (1999) Activators and target genes of Rel/NF-kappaB transcription
factors. Oncogene 18: 6853–6866

31. Foehr ED, Lin X, O’Mahony A, Geleziunas R, Bradshaw RA and Greene WC
(2000) NF-kappa B signaling promotes both cell survival and neurite
process formation in nerve growth factor-stimulated PC12 cells. J. Neurosci.
20: 7556–7563

32. Karin M and Lin A (2002) NF-kappaB at the crossroads of life and death. Nat.
Immunol. 3: 221–227

33. Khursigara G, Orlinick JR and Chao MV (1999) Association of the p75
neurotrophin receptor with TRAF6. J. Biol. Chem. 274: 2597–2600

34. Yeiser EC, Rutkoski NJ, Naito A, Inoue J and Carter BD (2004) Neurotrophin
signaling through the p75 receptor is deficient in traf6�/� mice. J. Neurosci.
24: 10521–10529

35. Khursigara G, Bertin J, Yano H, Moffett H, DiStefano PS and Chao MV (2001)
A prosurvival function for the p75 receptor death domain mediated via the
caspase recruitment domain receptor-interacting protein 2. J. Neurosci. 21:
5854–5863

36. Mamidipudi V, Li X and Wooten MW (2002) Identification of interleukin 1
receptor-associated kinase as a conserved component in the p75-neurotrophin
receptor activation of nuclear factor-kappa B. J. Biol. Chem. 277:
28010–28018

37. Duran A, Serrano M, Leitges M, Flores JM, Picard S, Brown JP, Moscat J and
Diaz-Meco MT (2004) The atypical PKC-interacting protein p62 is an important
mediator of RANK-activated osteoclastogenesis. Dev. Cell 6: 303–309

38. Sanz L, Diaz-Meco MT, Nakano H and Moscat J (2000) The atypical PKC-
interacting protein p62 channels NF-kappaB activation by the IL-1-TRAF6
pathway. EMBO J. 19: 1576–1586

39. Wooten MW, Seibenhener ML, Mamidipudi V, Diaz-Meco MT, Barker PA and
Moscat J (2001) The atypical protein kinase C-interacting protein p62 is a
scaffold for NF-kappaB activation by nerve growth factor. J. Biol. Chem. 276:
7709–7712

40. Guo Z, Iyun T, Fu W, Zhang P and Mattson MP (2004) Bone marrow
transplantation reveals roles for brain macrophage/microglia TNF signaling and
nitric oxide production in excitotoxic neuronal death. Neuromolecular Med. 5:
219–234

41. Gabriel C, Justicia C, Camins A and Planas AM (1999) Activation of nuclear
factor-kappaB in the rat brain after transient focal ischemia. Brain Res. Mol.
Brain Res. 65: 61–69

42. Sestan N, Artavanis-Tsakonas S and Rakic P (1999) Contact-dependent
inhibition of cortical neurite growth mediated by notch signaling. Science 286:
741–746

43. Salama-Cohen P, Arevalo MA, Meier J, Grantyn R and Rodriguez-Tebar A
(2005) NGF controls dendrite development in hippocampal neurons by
binding to p75NTR and modulating the cellular targets of Notch. Mol. Biol. Cell
16: 339–347

44. Torgerson TR, Colosia AD, Donahue JP, Lin YZ and Hawiger J (1998)
Regulation of NF-kappa B, AP-1, NFAT, and STAT1 nuclear import in T
lymphocytes by noninvasive delivery of peptide carrying the nuclear localization
sequence of NF-kappa B p50. J. Immunol. 161: 6084–6092

45. Kolenko V, Bloom T, Rayman P, Bukowski R, His E and Finke J (1999)
Inhibition of NF-kappa B activity in human T lymphocytes induces caspase-
dependent apoptosis without detectable activation of caspase-1 and -3.
J. Immunol. 163: 590–598

46. Boothby M (2001) Specificity of sn50 for NF-kappa B? Nat. Immunol. 2:
471–472

47. Wang J, Shelly L, Miele L, Boykins R, Norcross MA and Guan E (2001) Human
Notch-1 inhibits NF-kappa B activity in the nucleus through a direct interaction
involving a novel domain. J. Immunol. 167: 289–295

48. Lin A and Karin M (2003) NF-kappaB in cancer: a marked target. Semin.
Cancer Biol. 13: 107–114

49. Aggarwal BB (2004) Nuclear factor-kappaB: the enemy within. Cancer Cell 6:
203–208

50. Greten FR and Karin M (2004) The IKK/NF-kappaB activation
pathway – a target for prevention and treatment of cancer. Cancer Lett. 206:
193–199

51. Barkett M and Gilmore TD (1999) Control of apoptosis by Rel/NF-kappaB
transcription factors. Oncogene 18: 6910–6924

52. Gilmore T, Gapuzan ME, Kalaitzidis D and Starczynowski D (2002) Rel/NF-
kappa B/I kappa B signal transduction in the generation and treatment of
human cancer. Cancer Lett. 181: 1–9

53. Tacconelli A, Farina AR, Cappabianca L, Desantis G, Tessitore A, Vetuschi A,
Sferra R, Rucci N, Argenti B, Screpanti I, Gulino A and Mackay AR (2004) TrkA
alternative splicing: a regulated tumor-promoting switch in human
neuroblastoma. Cancer Cell 6: 347–360

54. Garkavtsev I, Kozin SV, Chernova O, Xu L, Winkler F, Brown E, Barnett GH
and Jain RK (2004) The candidate tumour suppressor protein ING4 regulates
brain tumour growth and angiogenesis. Nature 428: 328–332

55. Wang H, Wang H, Zhang W, Huang HJ, Liao WS and Fuller GN (2004) Analysis
of the activation status of Akt, NFkappaB, and Stat3 in human diffuse gliomas.
Lab. Invest. 84: 941–951

56. Robe PA, Bentires-Alj M, Bonif M, Rogister B, Deprez M, Haddada H, Khac MT,
Jolois O, Erkmen K, Merville MP, Black PM and Bours V (2004) In vitro and in
vivo activity of the nuclear factor-kappaB inhibitor sulfasalazine in human
glioblastomas. Clin. Cancer Res. 10: 5595–5603

57. Mattson MP, Goodman Y, Luo H, Fu W and Furukawa K (1997) Activation of
NF-kappaB protects hippocampal neurons against oxidative stress-induced
apoptosis: evidence for induction of manganese superoxide dismutase
and suppression of peroxynitrite production and protein tyrosine nitration.
J. Neurosci. Res. 49: 681–697

58. Cheng B, Christakos S and Mattson MP (1994) Tumor necrosis factors protect
neurons against metabolic-excitotoxic insults and promote maintenance of
calcium homeostasis. Neuron 12: 139–153

59. Tamatani M, Che YH, Matsuzaki H, Ogawa S, Okado H, Miyake S, Mizuno T
and Tohyama M (1999) Tumor necrosis factor induces Bcl-2 and Bcl-x
expression through NFkappaB activation in primary hippocampal neurons.
J. Biol. Chem. 274: 8531–8538

60. Marchetti L, Klein M, Schlett K, Pfizenmaier K and Eisel UL (2004) Tumor
necrosis factor (TNF)-mediated neuroprotection against glutamate-
induced excitotoxicity is enhanced by N-methyl-D-aspartate receptor
activation. Essential role of a TNF receptor 2-mediated phosphatidy-
linositol 3-kinase-dependent NF-kappa B pathway. J. Biol. Chem. 279:
32869–32881

61. Zhu Y, Culmsee C, Klumpp S and Kriegelstein J (2004) Neuroprotection by
transforming growth factor-beta1 involves activation of nuclear factor-kappaB
through phosphatidylinositol-3-OH kinase/Akt and mitogen-activated
protein kinase-extracellular-signal regulated kinase1,2 signaling pathways.
Neuroscience 123: 897–906

62. Kovacs AD, Chakraborty-Sett S, Ramirez SH, Sniderhan LF, Williamson AL
and Maggirwar SB (2004) Mechanism of NF-kappaB inactivation induced by
survival signal withdrawal in cerebellar granule neurons. Eur. J. Neurosci. 20:
345–352

63. Schneider A, Martin-Villalba A, Weih F, Vogel J, Wirth T and Schwaninger M
(1999) NF-kappaB is activated and promotes cell death in focal cerebral
ischemia. Nat. Med. 5: 554–559

64. Nurmi A, Lindsberg PJ, Koistinaho M, Zhang W, Juettler E, Karjalainen-
Lindsberg ML, Weih F, Frank N, Schwaninger M and Koistinaho J (2004)
Nuclear factor-kappaB contributes to infarction after permanent focal ischemia.
Stroke 35: 987–991

65. Clemens JA, Stephenson DT, Smalstig EB, Dixon EP and Little SP (1997)
Global ischemia activates nuclear factor-kappa B in forebrain neurons of rats.
Stroke 28: 1073–1080; discussion 1080–1071

66. Grilli M, Pizzi M, Memo M and Spano P (1996) Neuroprotection by aspirin and
sodium salicylate through blockade of NF-kappaB activation. Science 274:
1383–1385

67. Shou Y, Gunaskar PG, Borowitz JL and Isom GE (2000) Cyanide-induced
apoptosis involves oxidative-stress-activated NF-kappaB in cortical neurons.
Toxicol. Appl. Pharmacol. 164: 196–205

68. John GR, Lee SC and Brosnan CF (2003) Cytokines: powerful regulators of
glial cell activation. Neuroscientist 9: 10–22

NF-jB in neuronal plasticity and disease
MP Mattson and MK Meffert

859

Cell Death and Differentiation



69. Akama KT, Albanese C, Pestell RG and Van Eldik LJ (1998) Amyloid beta-
peptide stimulates nitric oxide production in astrocytes through an NFkappaB-
dependent mechanism. Proc. Natl. Acad. Sci. USA 95: 5795–5800

70. Prasad AV, Pilcher WH and Joseph SA (1994) Nuclear factor-kappa B in rat
brain: enhanced DNA-binding activity following convulsant-induced seizures.
Neurosci. Lett. 170: 145–148

71. Fridmacher V, Kaltschmidt B, Goudeau B, Ndiaye D, Rossi FM, Pfeiffer J,
Kaltschmidt C, Israel A and Memet S (2003) Forebrain-specific neuronal
inhibition of nuclear factor-kappaB activity leads to loss of neuroprotection.
J. Neurosci. 23: 9403–9408

72. Bethea JR, Castro M, Keane RW, Lee TT, Dietrich WD and Yezierski RP
(1998) Traumatic spinal cord injury induces nuclear factor-kappaB activation.
J. Neurosci. 18: 3251–3260

73. Sullivan PG, Bruce-Keller AJ, Rabchevsky AG, Christakos S, Clair DK, Mattson
MP and Scheff SW (1999) Exacerbation of damage and altered NF-kappaB
activation in mice lacking tumor necrosis factor receptors after traumatic brain
injury. J. Neurosci. 19: 6248–6256

74. Kaltschmidt B, Uherek M, Volk B, Baeuerle PA and Kaltschmidt C (1997)
Transcription factor NF-kappaB is activated in primary neurons by amyloid beta
peptides and in neurons surrounding early plaques from patients with
Alzheimer disease. Proc. Natl. Acad. Sci. USA 94: 2642–2647

75. Guo Q, Robinson N and Mattson MP (1998) Secreted beta-amyloid precursor
protein counteracts the proapoptotic action of mutant presenilin-1 by activation
of NF-kappaB and stabilization of calcium homeostasis. J. Biol. Chem. 273:
12341–12351

76. Boissiere F, Hunot S, Faucheux B, Duyckaerts C, Hauw JJ, Agid Y and Hirsch
EC (1997) Nuclear translocation of NF-kappaB in cholinergic neurons of
patients with Alzheimer’s disease. NeuroReport 8: 2849–2852

77. Guo Q, Fu W, Xie J, Luo H, Sells SF, Geddes JW, Bondada V, Rangnekar VM
and Mattson MP (1998) Par-4 is a mediator of neuronal degeneration
associated with the pathogenesis of Alzheimer disease. Nat. Med. 4: 957–962

78. Camandola S and Mattson MP (2000) Pro-apoptotic action of PAR-4 involves
inhibition of NF-kappaB activity and suppression of BCL-2 expression.
J. Neurosci. Res. 61: 134–139

79. Ho GJ, Drego R, Hakimian E and Masliah E (2005) Mechanisms of cell
signaling and inflammation in Alzheimer’s disease. Curr. Drug Targets Inflamm.
Allergy 4: 247–256

80. Grilli M, Goffi F, Memo M and Spano P (1996) Interleukin-1beta and glutamate
activate the NF-kappaB/Rel binding site from the regulatory region of the
amyloid precursor protein gene in primary neuronal cultures. J. Biol. Chem.
271: 15002–15007

81. Mattson MP (2004) Pathways towards and away from Alzheimer’s disease.
Nature 430: 631–639

82. Kassed CA, Butler TL, Navidomskis MT, Gordon MN, Morgan D and
Pennypacker KR (2003) Mice expressing human mutant presenilin-1 exhibit
decreased activation of NF-kappaB p50 in hippocampal neurons after injury.
Brain Res. Mol. Brain Res. 110: 152–157

83. Hunot S, Brugg B, Ricard D, Michel PP, Muriel MP, Ruberg M, Faucheux BA,
Agid Y and Hirsch EC (1997) Nuclear translocation of NF-kappaB is increased

in dopaminergic neurons of patients with Parkinson disease. Proc. Natl. Acad.
Sci. USA 94: 7531–7536

84. Jenner P and Olanow CW (1998) Understanding cell death in Parkinson’s
disease. Ann. Neurol. 44: S72–S84

85. Park SH, Choi WS, Yoon SY, Ahn YS and Oh YJ (2004) Activation of
NF-kappaB is involved in 6-hydroxydopamine-but not MPP+-induced
dopaminergic neuronal cell death: its potential role as a survival determinant.
Biochem. Biophys. Res. Commun. 322: 727–733

86. Yu Z, Zhou D, Cheng G and Mattson MP (2000) Neuroprotective role for the
p50 subunit of NF-kappaB in an experimental model of Huntington’s disease.
J. Mol. Neurosci. 15: 31–44

87. Khoshnan A, Ko J, Watkin EE, Paige LA, Reinhart PH and Patterson PH (2004)
Activation of the IkappaB kinase complex and nuclear factor-kappaB
contributes to mutant huntingtin neurotoxicity. J. Neurosci. 24: 7999–8008

88. Gill JS and Windebank AJ (2000) Ceramide initiates NFkappaB-mediated
caspase activation in neuronal apoptosis. Neurobiol. Dis. 7: 448–461

89. Gao Y, Sun Y, Frank KM, Dikkes P, Fujiwara Y, Seidl KJ, Sekiguchi JM,
Rathbun GA, Swat W, Wang J, Bronson RT, Malynn BA, Bryans M, Zhu C,
Chaudhuri J, Davidson L, Ferrini R, Stamato T, Orkin SH, Greenberg ME and
Alt FW (1998) A critical role for DNA end-joining proteins in both lymphogenesis
and neurogenesis. Cell 95: 891–902

90. Gilmore EC, Nowakowski RS, Caviness Jr VS and Herrup K (2000) Cell birth,
cell death, cell diversity and DNA breaks: how do they all fit together? Trends
Neurosci. 23: 100–105

91. Uberti D, Ferrari Toninelli G and Memo M (2003) Involvement of DNA damage
and repair systems in neurodegenerative process. Toxicol. Lett. 139: 99–105

92. Huang TT, Wuerzberger-Davis SM, Wu ZH and Miyamoto S (2003) Sequential
modification of NEMO/IKKgamma by SUMO-1 and ubiquitin mediates
NF-kappaB activation by genotoxic stress. Cell 115: 565–576

93. Hur GM, Lewis J, Yang Q, Lin Y, Nakano H, Nedospasov S and Liu ZG (2003)
The death domain kinase RIP has an essential role in DNA damage-induced
NF-kappa B activation. Genes Dev. 17: 873–882

94. Bohuslav J, Chen LF, Kwon H, Mu Y and Greene WC (2004) p53 induces
NF-kappaB activation by an IkappaB kinase-independent mechanism
involving phosphorylation of p65 by ribosomal S6 kinase 1. J. Biol. Chem.
279: 26115–26125

95. Aleyasin H, Cregan SP, Iyirhiaro G, O’Hare MJ, Callaghan SM, Slack RS and
Park DS (2004) Nuclear factor-(kappa)B modulates the p53 response in
neurons exposed to DNA damage. J. Neurosci. 24: 2963–2973

96. Culmsee C, Siewe J, Junker V, Retiounskaia M, Schwarz S, Camandola S, El-
Metainy S, Behnke H, Mattson MP and Kriegelstein J (2003) Reciprocal
inhibition of p53 and nuclear factor-kappaB transcriptional activities determines
cell survival or death in neurons. J. Neurosci. 23: 8586–8595

97. Marini AM, Jiang X, Wu W, Tain F, Zhu D, Okagaki P and Lipsky RH (2004)
Role of brain-derived neurotrophic factor and NF-kappaB in neuronal plasticity
and survival: from genes to phenotype. Restor. Neurol. Neurosci. 22: 121–130

98. Mattson MP, Maudsley S and Martin B (2004) BDNF and 5-HT: a dynamic duo
in age-related neuronal plasticity and neurodegenerative disorders. Trends
Neurosci. 27: 589–594

NF-jB in neuronal plasticity and disease
MP Mattson and MK Meffert

860

Cell Death and Differentiation


