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The role of NF«B activation and its relationship to inflammatory mediators and
apoptosis in the HIV-infected brain have remained uncertain. The cellular and
regional distribution of NFxB, TNF-«, and apoptosis was examined in the
frontal cortex (FC), deep white matter (DWM) and the basal ganglia (BG) of 17
patients with ADC. Nuclear staining for NFxB was localized predominantly to
perivascular microglia/macrophages in the BG and DWM and correlated with
ADC severity. Correlations were further found with HLA-DR, iNOS, TNF-¢, and
gp41 expression in these regions. The number of TUNEL-positive cells,
particularly in the BG, correlated with ADC stage. Logistic regression analysis
further showed a significant relationship between the likelihood of TUNEL
staining in the BG and worsening cognitive impairment. Journal of Neuro-

Virology (2000) 6, 537 —543.
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It is now widely believed that HIV-induced brain
injury and AIDS-Dementia-Complex (ADC) are
related to indirect mechanisms mediated either by
HIV proteins including gp120, Tat, and gp41 and/or
host factors such as TNF-z, iNOS and the alpha
chemokine SDF-1o (Lipton and Gendelman, 1995;
Magnusen et al, 1995; Talley et al, 1995; Adamson
et al, 1996; Kaul and Lipton, 1999). These factors
have been shown in vitro to induce or amplify
cellular injury and apoptosis. Further, cytokines,
particularly TNF-x, and chemokines may act to
mediate or potentiate the neurotoxic effects of Tat
and gp120 (Yeung et al, 1995; Shi et al, 1998; New
et al, 1998). Additional support for the role of these
factors has come from in vitro studies that have
correlated immune activation as well as elevated
levels of TNF-o and iNOS mRNA in the deep white
matter with the degree of dementia (Wesselingh et
al, 1993; Adamson et al, 1996).
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In concert with the in vitro findings, neuronal loss
and apoptosis have been reported in brains of
subjects with ADC as well as in asymptomatic
individuals and are believed to comprise an
important component of the pathogenetic process
leading to this disorder (Wiley et al, 1991; Masliah
et al, 1992; Everall et al, 1993; Petito and Roberts
1995; Shi et al, 1996; An et al, 1996). Nonetheless,
the relationship of these findings to dementia and
the underlying pathogenetic mechanisms have
remained uncertain.

Nuclear factor-«B (NFxB)/Rel proteins comprise
a family of host transcription factors that have
become recognized as central mediators of rapid
and coordinated induction of host and viral genes
in response to various stimuli including cytokines,
oxidative stress, viral products, glutamate and
beta-amyloid (Baeuerle and Henkel, 1994; Grilli
and Memo, 1999; Guerrini et al, 1995; Kaltschmidt
et al, 1999; Rattner et al, 1993). NFkB activation
has also been recently implicated in the pathogen-
esis of several neurodegenerative and inflamma-
tory disorders, including Parkinson’s Disease,
Alzheimer’s Disease and multiple sclerosis (Hunot
et al, 1997; Kaltschmidt et al, 1997; Gveric et al,
1998).
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To determine the cellular localization and activa-
tion status of NFkB in the HIV-infected brain and
the role of apoptosis in relationship to ADC
severity, we studied 17 patients with AIDS at
various stages of cognitive impairment and without
a clinical history of a focal CNS process. The
neurological status was determined in 13 cases
within 1-2 weeks of death and by retrospective
chart review in the remaining four cases. The
diagnosis for ADC was based on American Acad-
emy of Neurology criteria (AAN AIDS Task Force,
1991) and severity was scored using the Memorial
Sloan Kettering scale as described by Price and
Brew (Price and Brew, 1988). ADC staging was as
follows: stage 0: four subjects; stage 1: five subjects,
stage 2: three subjects; stage 3/4: five subjects. The
severity of the HIV-encephalitis was graded based
on a modified scale by Brew et al and scored
independently of gp41 as previously described
(Brew et al, 1995; Rostasy et al, 1999).

Paraffin blocks of the frontal lobe with adjacent
deep white matter and basal ganglia including the
globus pallidus were obtained from 15 patients and
from frontal region only in two patients. The
samples were provided by the following institu-
tions: the New England Medical Center (9), Boston
City Hospital (4) and the Western General Hospital/
Edinburgh (Scotland) (4). All cases were coded as
previously described (Rostasy et al, 1999). Patholo-
gical examination did not reveal focal opportunistic
infections in any of these cases. Moderate to severe
HIVE with perivascular and less often parenchymal
multinucleated giant cells (MNGC) in the white
matter and/or basal ganglia was found in seven of 17
of the ADC subjects, six of whom were ADC stage
2—4. The remaining cases showed occasional
perivascular MNGC collections (n=3) or no brain
pathology (n=7).

Serial 7-um sections were cut from paraffin-
embedded blocks, were floated onto warm water
without gelatin and mounted onto precleaned
Superfrost/Plus slides (Fisher Scientific). Hidden
antigen activity was reactivated as previously
described (Hedreen and Mucci, 1995; Rostasy et
al, 1999). The following commercially available
antibodies were used: TNF-o (1:1000, Sigma),
NFxB p65 (1:500, Santa Cruz Biotechnology).
Immunohistochemical staining was carried out
using the ABC method (Rostasy et al, 1999).
Negative controls included use of sections from
two HIV seronegative individuals without evidence
of brain pathology. The primary antibody was also
omitted on corresponding sections from the HIV
cases. One case showed positive staining for all the
above mentioned antigens tested and served as a
positive control.

Apoptosis was determined by the TdT-mediated
in situ DNA nick end labeling method (TUNEL)
(Migheli et al, 1994). Serial sections of two HIV
seronegative individuals without evidence of brain
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pathology were used as negative controls. Four
cases with Alzheimer’s disease were used as
positive controls. In addition, serial and adjacent
sections from 10 of 17 cases were incubated with
DNase I and used as an internal control for TUNEL
positive cells.

The amount of staining was quantified by two
independent observers (KR and BN), who were
blinded to the ADC or HIVE scores. The number of
TNF-a, NFkB and TUNEL positive stained cells was
determined by analyzing two serial sections from
the frontal lobe and basal ganglia in 15 and the
frontal cortex in 17 cases. The entire section was
scanned for positive staining cells. The degree of
staining was scored as follows: O=no or only
nonspecific staining; 1 (rare)=1-5 positive cells; 2
(mild)=5-10; 3=10—-20 (moderate); 4 (severe)=
greater than 20 or too numerous to count (Rostasy
et al, 1999).

The severity of ADC and HIVE was graded in a
four-step scale and the measure of association
between the two determined by the Spearman
correlation coefficient. The abundance of immuno-
histochemical staining was compared with ADC
and HIVE scores (univariate analysis) using non-
parametric methods (Spearman rank order correla-
tion and Wilcoxon rank sum test). The abundance of
staining was also compared between the basal
ganglia and frontal lobe, adjusting for ADC stage
(multivariate analysis) by logistic regression analy-
sis.

In the HIV-infected subjects, intranuclear stain-
ing for NF«kB using the p65/rel antibody was
predominantly found in perivascular microglia/
macrophages in the basal ganglia and frontal white
matter as opposed to the cortex, particularly in
subjects with severe dementia (Figure 1). As
previously described, TNF-o staining was localized
to the cytoplasmic area of perivascular microglia/
macrophages in a similar distribution (Wesselingh
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Figure 1 Intranuclear NFxBp65 staining of microglia/macro-

phages in the basal ganglia in a patient with severe ADC ( x 400).



et al, 1997). There was no difference in the
abundance of NFkB or TNF-« staining between the
frontal white matter and the basal ganglia. Further,
NFxB activation generally correlated with the
abundance of TNF-o staining in the basal ganglia
and the deep white matter (P=0.012 and 0.028
respectively). In seven out of 17 cases (ADC stage
0—2 cases; stage 2-2, stage 3/4—3) and one
negative control brain, nuclear and cytoplasmic
staining of NFxB was detected in neurons and
astrocytes in both the frontal cortex and the basal
ganglia (data not shown). The number of these
positively stained cells was independent of the
degree of pathology or dementia score, consistent
with previous reports of constitutive NFkB expres-
sion in neuronal and glial cells (Kaltschmidt et al,
1994; Dollard et al, 1995).

To further assess the relationship between
NF«xB activation and ADC, the degree of staining
was scored in both the frontal white matter and
basal ganglia and compared to the ADC stage. For
both NFxB and TNF-«, the degree of staining in
the frontal deep white matter and the basal
ganglia correlated with the stage of ADC (TNF-o:
P=0.0001 and P=0.0017 respectively; NFxB:
P=0.011 and P=0.014, respectively). The abun-
dance of NFxB activation in the frontal white
matter showed a statistical trend with the severity
of HIVE (P=0.08).

As NF«B exerts a central role in regulating the
expression of a number of proinflammatory and
viral genes, we tested the hypothesis that its
activation would correlate with the abundance of
HIV infection and inflammatory mediators pre-
viously associated with ADC. We compared the
extent of cellular expression of NF«xB activation
with that of gp41, iNOS and microglial activation as
measured by HLA-DR staining (Rostasy et al, 1999).
In both the basal ganglia and the frontal deep white
matter, NFxB activation correlated strongly with the
abundance of HLA-DR staining (Table 1). Addition-
ally, NFxB activation correlated with the degree of
iNOS expression in both brain regions and gp41 in
the basal ganglia while a trend was noted in the
white matter (Table 1). The expression of TNF-«

Table 1 Spearman correlation coefficients (P values) of NFxB
with various factors associated with brain injury.

Factor
Brain region gp41 HLA-DR  TNF-o INOS
Basal ganglia 0.73 0.84 0.67 0.64
(0.0021) (0.0001) (0.0127) (0.0110)
Frontal white matter 0.53 0.79 0.56 0.60
(0.0300) (0.0002) (0.0285) (0.0106)

Given the number of comparisons within each brain region
(four), P-values less than 0.0125 are considered statistically
significant to an (overall) significance level of 5%. P-values
between 0.0125 and 0.05 are considered ‘statistical trends’.
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also significantly correlated with the abundance of
gp41 in the basal ganglia (P<0.01), and a trend was
noted in the frontal white matter (P<0.02) (data not
shown). Similar associations were observed be-
tween TNF-o and iNOS in these regions (P<0.04
for the frontal white matter and P=0.07 in the basal
ganglia), further supporting the pathogenetic rela-
tionships that have been described in vitro between
these factors.

To further understand the relationship of apop-
tosis in the HIV-infected brain to ADC, we
compared the degree of TUNEL positive cells in
both the basal ganglia and the frontal lobe to ADC
stage and examined its relationship to the abun-
dance of staining for the proinflammatory mediators
described above. Apoptotic cells, including neu-
rons, were found in five of eight cases with ADC
stages 2—4, predominantly in the basal ganglia (see
Figure 2) compared to two of nine subjects with
ADC stages 0—1. Apoptosis in the basal ganglia
correlated significantly with the ADC stage
(P=0.021) and nearly reached statistical significance
in the frontal cortex (P=0.052). This relationship
was further supported by logistic regression analy-
sis which showed a significant relationship between
the likelihood of TUNEL staining in the basal
ganglia and worsening ADC (Figure 3). Probability
of staining increased from nearly 10% in subjects in
ADC stage 0 and 0.5 to greater than 80% in those
with advanced dementia (ADC stage 3/4) while a
less pronounced effect was observed in the frontal
lobe.

No correlations were found between any of the
factors examined and apoptosis. Further, two cases
with ADC stage 1 and minimal pathology showed
numerous apoptotic cells in the basal ganglia but
were found to have minimal staining for TNF-« and
NF«B. Four brains with Alzheimer’s Disease were
also studied, showing various degrees of TUNEL
positive cells in the hippocampal/parietal region.
NF«B staining was found in neurons and astrocytes
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Figure 2 TUNEL positive cells including neurons in the basal
ganglia in the same patient as above (x 400).
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Figure 3 Probability of TUNEL staining in the basal ganglia
(solid line) and the frontal cortex (dotted line), adjusted for the
severity of acquired immunodeficiency syndrome dementia
complex (ADC). TUNEL staining was more abundant in the
basal ganglia and increased linearly with the severity of ADC
stage (TUNEL Cortex/ADC=0.0452 and TUNEL Basal Ganglia/
ADC P=0.021 respectively). The results shown in this figure
were derived by means of a multivariate logistic regression
analysis of the probability of TUNEL staining in the basal ganglia
versus the frontal cortex.

in the cortical region of two subjects, as previously
described (Kaltschmidt ef al, 1997) but interestingly
no TNF-o staining was detected in any of the four
subjects.

The results show that NFxB activation is pre-
dominantly localized to perivascular macrophages/
microglia in both the frontal white matter and basal
ganglia and the abundance of staining in these
regions correlates with the severity of dementia.
Correlations were also found with microglial
activation as well as iNOS, TNF-x and gp41
expression, consistent with the notion that the
status of NFxB activation may be critical in
modulating the activity of these factors and perhaps
the course of injury in the HIV infected brain. In
addition, the cellular and regional expression of
TNF-a coincided with that found for NFxB and was
highly correlated with the severity of ADC, con-
sistent with previous reports (Wesselingh et al,
1993). As might be predicted, associations were also
found with iNOS and gp41 staining in the basal
ganglia and/or the frontal white matter. To our
knowledge this is the first in vivo study to examine
the regional expression between NFxB activation
and TNF-o in relationship to ADC severity and the
expression of other host and viral factors. Together,
these results lend further support to the pathoge-
netic role of TNF-o and identifies NFxB as another
central factor in the disease process.

The correlations found between TNF-a, NFxB
and gp41 are in concert with the in vitro observa-
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tions that TNF-o, regulates HIV replication via
activation of NFxB which binds to regulatory
sequences in the long terminal repeat (LTR; Duh et
al, 1989; Atwood et al, 1994). NF«kB also regulates
the expression of TNF-x, in addition to other
proinflammatory molecules while TNF-o has been
suggested to regulate iNOS expression in the brain
(Philippon et al, 1994; Bukrinsky et al, 1995).
Further studies have shown that NFxB activation
inresponse to TNF-« is mediated by reactive oxygen
intermediates. Tat, which induces TNF-a activity,
has been shown to downregulate the expression of
Mn superoxide dismutase, thereby shifting the cell
toward oxidative conditions that favor NF«xB activa-
tion (Westendorp et al, 1995). Thus TNF-u«, NFxB
and HIV form part of a complex autoregulatory
system that is significantly linked to the neuro-
pathogenesis of HIV induced brain injury and the
progression of cognitive impairment.

Whether NFxB activation contributes to neuronal
injury or confers neuroprotection has remained a
matter of debate. In a recent study, Kaltschmidt et al
showed that increased NFxB activation in primary
neuronal cell cultures induced with low doses of
beta-amyloid and TNF-« protected against neuronal
cell death, suggesting a neuroprotective role for this
factor (Kaltschmidt et al, 1999). In vitro genetic
studies through the use of dominant negative
mutants that inhibit NFxB activation have also
shown that NFxkB may indeed provide a protective
effect against cellular injury (Liu et al, 1996; Kneissl
and Navia, unpublished observation). Further
studies are needed to determine if NFxkB may have
a similar function in response to HIV-induced
neuronal injury.

In contrast, NFxB activation in brains with
multiple sclerosis has been localized to microglia
and correlated with the course of clinical disease
(Gveric et al, 1998), consistent with the reported
observations here and those previously reported by
Dollard et al who examined NF«xB activation in the
brains of children with HIV (Dollard et al, 1995).
Similar to our findings, constitutive activation was
also observed in a small percentage of neurons and
astrocytes that did not differ from controls (Kaltsch-
midt et al, 1994; Dollard et al, 1995). Thus, NFxB
activation in neurons is not a prominent feature in
ADC and unlikely contributes directly to neuronal
injury. These findings are also consistent with the in
vitro observation that neuronal loss in response to
Tat or TNF-« likely involves NFxB independent
mechanisms (Talley et al, 1995; New et al, 1998),
but are in contrast to a recent study by Tyler and
colleagues who have shown that NF«B is a critical
mediator of apoptosis in response to retroviral
infection (Connolly et al, 2000). Together the results
suggest that the role of NF«B is likely to be indirect,
primarily functioning within microglia and macro-
phages to sustain the production of proinflamma-
tory mediators and HIV replication within a



complex network of host and viral factors that can
either contribute directly or amplify pathways
leading to neuronal injury.

The relationship of apoptosis to the degree of
dementia has largely remained an unresolved issue
(Everall et al, 1993; Seilhean et al, 1993; Petito et al,
1995; An et al, 1996; Shi et al, 1996). Recently, Gray
and colleagues found no global correlation between
neuronal apoptosis, HIV dementia or the presence
of encephalitis but noted a greater abundance of
apoptotic neurons in the basal ganglia, particularly
in subjects with HIV-encephalitis (Adle-Biassette et
al, 1999). Our findings extend these observations, as
apoptotic cells were predominantly found in the
basal ganglia and to a lesser extent in the frontal
cortex. Further, the number of apoptotic cells in the
basal ganglia significantly correlated with ADC
severity. This relationship was further supported
by the results of a logistic regression model, which
showed a significant relationship between the
likelihood of TUNEL staining in the basal ganglia
and worsening ADC. These findings are of interest
as they further support the notion that the develop-
ment and progression of cognitive impairment are
related to pathogenic events in the subcortical
regions, particularly the basal ganglia (Navia et al,
1986; Rostasy et al, 1999).

Although both microglial activation and the
abundance of staining for iNOS and gp41 in the
basal ganglia were significantly correlated with
ADC, no such relationship between these factors
and apoptosis was found. This result may reflect the
small number of ADC cases with apoptosis com-
pared to those that showed positive staining for
these antigens or suggest that factors other than
those examined here may be important in mediating
apoptosis in the HIV-infected brain. The latter

References

Adamson DC, Wildemann B, Sasaki M, Glass ]D,
McArthur JC, Christov VI, Dawson TM, Dawson VL
(1996). Immunologic NO synthase: elevation in severe
AIDS dementia and induction by HIV-1 gp 41.
Science 274: 1917 —1920.

Adle-Biassette H, Chretien F, Wingertsmann L, Hery C,
Ereau T, Scaravilli F, Tardieu M, Gray F (1999).
Neuronal apoptosis does not correlate with dementia
in HIV infection but is related to microglial activation
and axonal damage. Neuropathol Appl Neurobiol 25:
123-133.

An SF, Giometto B, Scaravilli T, Tavolato B, Gray F,
Scaravilli F (1996). Programmed cell death in brains
of HIV-1-positive AIDS and pre-AIDS patients. Acta
Neuropathol (Berl) 91: 169—173.

Atwood WJ, Tornatore CS, Traub R, Conant K, Drew PD,
Major EO (1994). Stimulation of HIV Typel Gene
Expression and Induction of NF«xB (p50/p65)-Binding
Activity in TNF-o Treated Human Fetal Glial Cells.
AIDS Res Human Retrovir 10: Number 10.

NF«B activation, apoptosis and AIDS-Dementia-Complex
K Rostasy et al

notion is further supported by the finding of
significant apoptosis in the basal ganglia of two
subjects with mild cognitive impairment and yet
absent staining of TNF-o and NF«B. Recent studies
have shown that strain differences in HIV may be
partly responsible for variations in the degree of
neuronal loss or apoptosis and that the envelope
may be directly involved. In one study, T-tropic or
CXCR4 using viruses caused greater neuronal
apoptosis than M-tropic strains while in another
study, blood-derived variants induced greater
cytopathogenicity in primary brain cultures when
compared to brain isolates (Ohagen et al, 1999;
Zheng et al, 1999). These findings suggest the
hypothesis that polymorphisms in the envelope
region may contain determinants that may directly
cause neuronal injury (Ohagen et al, 1999; Zheng et
al, 1999).

Significant progress has been made in identifying
potential agents of injury in the HIV-infected brain.
Further studies are clearly needed to unravel the
viral-host interactions and the signaling pathways
that mediate their neuropathogenic effects. These
efforts should help identify new targets for ther-
apeutic intervention in what is rapidly becoming a
chronic disease in response to dramatic changes in
antiretroviral therapy (Ferrando et al, 1998; Palella
et al, 1998).

Acknowledgements

Work supported by R01 NS 36524 (B Navia),
Lifespan-Tufts-Brown Center for AIDS Research
Developmental Award (B Navia), New England
Medical Research Foundation (B Navia) and F32
NS10867 (K Rostasy).

Baeuerle PA, Henkel T (1994). Function and activation of
NFxB in the immune system. Ann Rev Immunol 12:
141-179.

Brew B, Rosenblum M, Cronin K and Price R (1995).
AIDS dementia complex and HIV-1 brain infection:
clinical-virological correlations. Ann Neurol 38: 563 —
570.

Bukrinsky MI, Nottet HS, Schmidtmayerova H, Dubrovs-
ky L, Flanagan CR, Mullins ME, Lipton SA, Gendel-
man HE (1995). Regulation of nitric oxide synthase
activity in human immunodeficiency virus type 1
(HIV-1)-infected monocytes: implications for HIV-
associated neurological disease. J Exp Med 181:
735—-745.

Connolly JL, Rodgers SE, Clarke P, Ballard DW, Kerr LD,
Tyler KL, Dermody TS (2000). Retrovirus-induced
Apoptosis requires activation of the transcription
factor NF«kB. J Virol 74: 2981—2989.

541

Journal of NeuroVirology



NF«B activation, apoptosis and AIDS-Dementia-Complex
K Rostasy et al

542

Dollard SC, James HJ, Sharer LR, Epstein LG, Gelbard
HA, Dewhurst S (1995). Activation of NFxB in brains
from children with HIV-1 encephalitis. Neuropathol
Appl Neurobiol 21: 518—-528.

Duh EJ, Maury WJ, Folks TM, Fauci AS, Rabson AB (1989).
Tumor necrosis factor alpha activates human immuno-
deficiency virus type 1 through induction of nuclear
factor binding to the NF-kappa B sites in the long
terminal repeat. Proc Natl Acad Sci USA 86: 5974 —5978.

Everall IP, Luthert PJ, Lantos PL (1993). A review of
neuronal damage in human immunodeficiency virus
infection: its assessment, possible mechanism and
relationship to dementia. J Neuropathol Exp Neurol
52: 561—-566.

Ferrando S, van Gorp W, McElhiney M (1998). Highly
active antiretroviral treatment in HIV infection: benefits
for neuropsychological function. AIDS 12: 65 —70.

Grilli M, Memo M (1999). Nuclear Factor-kB/Rel
Proteins. A point convergence of signaling pathways
relevant in neuronal function and dysfunction.
Biochem Pharmacol 57: 1-7.

Guerrini L, Blasi F, Denis-Donini S (1995). Synaptic
activation of NFxB by glutamate in cerebellar granule
neurons in vitro. Proc Natl Acad Sci USA 92: 9618 —
9622.

Gveric D, Kaltschmidt C, Cuzner L, Newcombe ] (1998).
Transcription factor NFxkB and inhibitor IxB are
localized in macrophages in active Multiple Sclerosis
lesions. J Neuropathol Exp Neurol 57: 168—178.

Hedreen JC, Mucci LA (1995). Antigen retrieval for
paraffin section immunocytochemistry with antibodies
commonly used in studies of degenerative diseases.
Soc Neurosci Abstr 21: 1802.

Hunot S, Brugg B, Ricard D, Michel PP, Muriel MP,
Ruberg M, Faucheux BA, Agid Y, Hirsch EC (1997).
Nuclear translocation of NFxkB 1is increased in
dopaminergic neurons of patients with Parkinson
disease. Proc Natl Acad Sci USA 94: 7531-7536.

Kaltschmidt B, Uherek M, Wellmann H, Volk B,
Kaltschmidt C (1999). Inhibition of NF«xB potentiates
amyloid beta-mediated neuronal apoptosis. Proc Natl
Acad Sci USA 96: 9409—-9414.

Kaltschmidt B, Uherek M, Volk B, Baeuerle PA,
Kaltschmidt C (1997). Transcription factor NFxB 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.

Kaltschmidt C, Kaltschmidt B, Neuman H, Weckerle H,
Baeurle PA (1994). Constitutive NFxB activity in
neurons. Mol Cell Biol 14: 3981—3992.

Kaul M, Lipton S (1999). Chemokines and activated
macrophages in HIV gp120-induced neuronal apopto-
sis. Proc Natl Acad Sci USA 96: 8212—-38216.

Liu Z, Hsu H, Goeddel D, Karin M (1996). Dissection of
TNF receptor 1 effector functions: JNK activation is
not linked to apoptosis while NFxB activation
prevents cell death. Cell 87: 565—576.

Lipton SA, Gendelman H (1995). Dementia associated
with the acquired immunodeficiency syndrome. NEMJ
332: 934-940.

Magnusen DSK, Knudsen BE, Geiger JD, Brownstone RM,
Nath A (1995). Human immunodeficiency virus type 1
Tat activates non-N-methyl-D-aspartate excitatory ami-
no acid receptors and causes neurotoxicity. Ann
Neurol 37: 373—380.

Journal of NeuroVirology

Masliah E, Achim C, Ge N (1992). Spectrum of human
immunodeficiency virus-associated neocortical da-
mage. Ann Neurol 32: 321-329.

Migheli A, Cavalla P, Marino S, Schiffer D (1994). A
study of apoptosis in normal and pathologic nervous
tissue after in situ end-labeling of DNA strand breaks.
] Neuropathol Exp Neurol 53: 606—611.

Navia BA, Clio E-S, Petito CK, Price RW (1986). The
AIDS Dementia Complex: II Neuropathology. Ann
Neurol 19: 525-535.

New DR, Maggirwar SB, Epstein LG, Dewhurst S,
Gelbard HA (1998). HIV-1 Tat induces neuronal death
via tumor necrosis factor-alpha and activation of non-
N-methyl-D-aspartate receptors by a NFkappaB-inde-
pendent mechanism. J Biol Chem 273: 17852 —17858.

Ohagen A, Ghosh S, He ], Huang K, Chen Y, Yuan M,
Osathanondh R, Gartner S, Shi B, Shaw G, Gabuzda D
(1999). Apoptosis induced by infection of primary
brain cultures with diverse human immunodeficiency
virus type 1 isolates: evidence for a role of the
envelope. J Virol 73: 897 —906.

Palella Jr FJ, Delaney KM, Moorman AC (1998). Declining
morbidity and mortality among patients with advanced
human immunodeficiency virus infection. Outpatient
Study Investigators. NEJM 338: 853 —860.

Petito CK, Roberts B (1995). Evidence of apoptotic cell
death in HIV encephalitis. Am J Pathol 146: 1121 —1130.

Philippon V, Vellutini C, Gambarelli D, Harkiss G,
Arbuthnott G, Metzger D, Roubin R, Filippi P
(1994). The basic domain of the lentiviral Tat protein
is responsible for damages in mouse brain: involve-
ment of cytokines. Virology 205: 519—-529.

Price RW, Brew BJ (1988). The AIDS dementia complex.
J Infect Dis 158: 1079—-1083.

Rattner A, Korner M, Walker MD, Citri Y (1993). NF-kB
activates the HIV promoter in neurons. EMBO ] 12:
4261—-4271.

Report of a working group of the American Academy of
Neurology AIDS task force (1991). Nomenclature and
research case definitions for neurology manifestations
of human immunodeficiency virus-type 1 (HIV-1)
infection. Neurology 41: 778—785.

Rostasy KM, Monti L, Kneissl M, Hedreen ], Yiannoutsos
C, Bell J, Navia BA (1999). HIV infection, iNOS
expression and microglial activation: Pathogenetic
relationship to the AIDS dementia complex. Ann
Neurol 46: 207 -216.

Seilhean D, Duyckaerts C, Vazeux R (1993). HIV-1
associated cognitive/motor complex: absence of neu-
ronal loss in the cerebral cortex. Neurology 43: 1492 —
1499.

Shi B, De Girolami U, He J, Wang S, Lorenzo A,
Busciglio J, Gabuzda D (1996). Apoptosis induced by
HIV-1 infection of the central nervous system. J Clin
Invest 98: 1979-1990.

Shi B, Raina J, Lorenzo A, Busciglio J, Gabuzda D (1998).
Neuronal apoptosis induced by HIV-1 Tat protein and
TNF-2: potentiation of neurotoxicity by oxidative
stress and implications for HIV-1 dementia. | Neuro-
virol 4: 281-290.

Talley A, Dewhurst S, Perry S, Dollard SE, Gummuluru
S, Fine SM, New D, Epstein LG, Gendelman HE,
Gelbard HA (1995). Tumor necrosis factor alpha
induced apoptosis in human neuronal cells: protec-
tion by the antioxidant N-acetylcysteine and the genes
bcl-2 and crm-A. Mol Cell Biol 15: 2359—2366.



Wesselingh SL, Power C, Glass JD, Tyor W, McArthur JC,
Farber J, Griffin JW, Griffin DE (1993). Intracerebral
cytokine messenger RNA expression in acquired
immunodeficiency syndrome dementia. Ann Neurol
33: 576—-582.

Wesselingh SL, Takahashi K, Glass JD, McArthur JC
(1997). Cellular localization of tumor necrosis factor
mRNA in neurological tissue from HIV-infected
patients by combined reverse transcriptase/polymer-
ase chain reaction in situ hybridization and immuno-
histochemistry. J Neuroimmunol 74: 1-8.

Westendorp MO, Shatrov VA, Schulze-Osthoff K, Frank
R, Kraft M, Los M, Krammer PH, Droege W, Lehmann
V (1995). HIV Tat potentiates TNF-o induced NFxB
activation and cytotoxicity by altering the redox state.
EMBO ] 14: 546 -554.

NF«B activation, apoptosis and AIDS-Dementia-Complex
K Rostasy et al

Wiley C, Masliah E, Morey M (1991). Neocortical damage
during HIV infection. Ann Neurol 29: 651—-657.

Yeung MC, Pulliam L, Lau AS (1995). The HIV envelope
protein gp 120 is toxic to human brain-cell cultures
through the induction of interleukin-6 and tumor
necrosis factor. AIDS 9: 137 —143.

Zheng ], Ghorpade A, Nieman D, Cotter RL, Thylin MR,
Epstein L, Swartz JM, Shepard RB, Liu X, Nukuna A,
Gendelman H (1999). Lymphotropic virions affect
chemokine receptor-mediated neural signaling and
apoptosis: Implications for human immunodeficiency
virus type 1l-associated dementia. J Virol 73: 8256 —
8267.

543

Journal of NeuroVirology



