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Abstract
AIM: Nuclear factor kappa B (NF-B) regulates a large
number of genes involved in the inflammatory response
to critical illnesses, but it is not known if and how NF-B
is activated and intercellular adhesion molecule-1 (ICAM-1)
expressed in the gut following traumatic brain injury (TBI).
The aim of current study was to investigate the temporal
pattern of intestinal NF-B activation and ICAM-1
expression following TBI.
METHODS: Male Wistar rats were randomly divided into
six groups (6 rats in each group) including controls with
sham operation and TBI groups at hours 3, 12, 24, and
72, and on d 7. Parietal brain contusion was adopted
using weight-dropping method. All rats were decapitated
at corresponding time point and mid-jejunum samples
were taken. NF-B binding activity in jejunal tissue was
measured using EMSA. Immunohistochemistry was used
for detection of ICAM-1 expression in jejunal samples.
RESULTS: There was a very low NF-B binding activity
and little ICAM-1 expression in the gut of control rats
after sham surgery. NF-B binding activity in jejunum
significantly increased by 160% at 3 h following TBI
(P <0.05 vs control), peaked at 72 h (500% increase)
and remained elevated on d 7 post-injury by 390%
increase. Compared to controls, ICAM-1 was significantly
up-regulated on the endothelia of microvessels in villous
interstitium and lamina propria by 24 h following TBI and
maximally expressed at 72 h post-injury (P<0.001). The
endothelial ICAM-1 immunoreactivity in jejunal mucosa
still remained strong on d 7 post-injury. The peak of NF-B
activation and endothelial ICAM-1 expression coincided
in time with the period during which secondary mucosal
injury of the gut was also at their culmination following TBI.

CONCLUSION: TBI could induce an immediate and
persistent up-regulation of NF-B activity and subsequent
up-regulation of ICAM-1 expression in the intestine.
Inflammatory response mediated by increased NF-B
activation and ICAM-1 expression may play an important
role in the pathogenesis of acute gut mucosal injury
following TBI.
© 2005 The WJG Press and Elsevier Inc. All rights reserved.
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INTRODUCTION
The importance of the intestinal mucosa in the inflammatory
and metabolic responses to sepsis, trauma and other critical
illnesses is increasingly recognized. Major trauma and shock
may initiate a cascade of intestinal events such as intestinal
cytokine overproduction[1-3], increased intestinal permeability[4-6],
translocation of intestinal bacteria and endotoxins[7]. These
events may not only influence the intestinal mucosa itself,
but also may affect the function and integrity of remote
organs and tissues[8], leading to systemic inflammatory
response syndrome (SIRS) and multiple organ dysfunction
syndrome (MODS)[9]. Indeed, the gut has been proposed
to be the “motor” of MODS in critical illnesses[4,7,10], mainly
through the inflammatory response mediated by nuclear
factor kappa B (NF-B) and proinflammatory cytokines[1].
Our previous study demonstrated that traumatic brain injury
(TBI) could induce marked damage of intestinal mucosal
structure and barrier function[5]. However, the underlying
mechanism for the acute gut mucosal injury induced by
TBI remains unclear.
NF-B is a transcription factor that plays a key role in
the activation of genes involved in immune and acute phase
responses[11,12]. NF-B can be activated by lesion-induced
oxidative stress, bacterial endotoxin or cytokines, and
subsequently increases transcriptionally the expression of
the genes for many cytokines[13,14], enzymes[15] and adhesion
molecules[16], which have been believed to be involved in
the acute inflammatory response. Adhesion molecules can
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recruit inflammatory cells, such as neutrophils, eosinophils,
and T lymphocytes, from the circulation to the site of
inflammation to release inflammatory mediators responsible
for the gut mucosal damage. NF-B regulates the expression
of several genes that encode these adhesion molecules,
including intercellular adhesion molecule-1 (ICAM-1) and
E-selectin[16-18], which mediates the initial attachment and
rolling of neutrophils, and vascular-cell adhesion molecule-1
(VCAM-1)[19], which mediates the recruitment of monocytes
and lymphocytes. Several studies have shown that NF-B
and ICAM-1 play an important role in the pathogenesis of
chronic inflammatory bowel disease (IBD)[13,14,20,21]. Taken
together, the activation of intestinal NF-B could induce
the up-regulation of ICAM-1, leading to the recruitment
of inflammatory cells and exacerbating intestinal
inflammation. Intestinal inflammation has been viewed as a
process in which gut-derived effector immune cells cause
the destruction of other mucosal cells[1,20,22].
To date, there has been no study on intestinal NF-B
binding activity and ICAM-1 expression induced by TBI.
Insight into these cellular and molecular events occurring
in the gut might contribute to the understanding of
inflammatory response and potential mechanisms involved
in the acute intestinal mucosal injury following TBI. In this
regard, the aim of current study was to evaluate the temporal
pattern of intestinal NF-B activation and ICAM-1
expression following TBI.

MATERIALS AND METHODS
Rat models of TBI
Male Wistar rats (220 to 250 g) were purchased from Animal
Center of Chinese Academy of Sciences, Shanghai, China.
The rats were housed in temperature- and humiditycontrolled animal quarters with a 12 h light/dark cycle, room
temperature (RT) at 23±1 ℃ and free access to water.
Physiological parameters and eating behaviors were
monitored to avoid the confounding variable of different
food intakes between the groups on mucosal responses
throughout the experiments. All procedures were approved
by the Institutional Animal Care Committee, and were in
accordance with the guidelines of the National Institutes of
Health on the care and use of animals.
The rats were randomly divided into six groups (6 rats
in each group) including control group with sham operation
and traumatic brain injury groups at hours 3, 12, 24, and
72, and on d 7 respectively. Following intraperitoneal
anesthesia with urethane (1 000 mg/kg), the animal head
was fixed in the stereotactic device. A right parietal bone
window of 5 mm in diameter was made under aseptic
conditions with dental drill just behind the cranial coronal
suture and beside midline. The dura was kept intact. Right
parietal brain contusion was adopted using the weightdropping method described by Feeney et al [23] and severe
traumatic brain injury was made by letting a steel rod
weighing 40 g with a flat end diameter of 4 mm fall onto a
piston resting on the dura from a height of 25 cm. The
piston was allowed to compress the brain tissue a maximum
of 5 mm. Our preliminary study showed that there was no
significant difference between all control rats at various time
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points from 3 h to 7 d. Therefore, we chose the rats with
sham surgery for 72 h as the control group. The control
animals were killed for sample collection at 72 h, and TBI
group rats were decapitated at their corresponding time
points. A 3 cm segment of the midjejunum was taken,
flushed with ice-cold saline, opened longitudinally and stored
in liquid nitrogen immediately until use.
Nuclear protein extracts and EMSA
NF-B was examined using electrophoretic mobility shift
assay (EMSA). Nuclear extracts of intestinal tissue were
prepared by hypotonic lyses followed by high salt extraction[24].
In brief, about 0.1 g of frozen jejunal tissue was homogenized
in 0.8 mL ice-cold buffer A, composed of 10 mmol/L
HEPES (pH 7.9), 10 mmol/L KCl, 2 mmol/L MgCl 2 ,
0.1 mmol/L EDTA, 1.0 mmol/L dithiothreitol (DTT), and
0.5 mmol/L phenylmethylsulfonyl fluoride (PMSF) (all from
Sigma Chemical Co.). The homogenate was incubated on
ice for 20 min, and then 50 L of 10% Nonidet P-40
solution was added (Sigma Chemical Co.); the mixture was
vortexed for 30 s and spun by centrifugation for 1 min at
5 000 g, 4 ℃. The crude nuclear pellet was resuspended in
200 L of buffer B, containing 20 mmol/L HEPES (pH
7.9), 420 mmol/L NaCl, 1.5 mmol/L MgCl2, 0.1 mmol/L
EDTA, 1 mmol/L DTT, 0.5 mmol/L PMSF, 250 mL/L
glycerol, and incubated on ice for 30 min with intermittent
mixing. The suspension was spun by centrifugation at
12 000 g, 4 ℃ for 15 min. The supernatant containing
nuclear proteins was collected and stored at -70 ℃ for
further analysis. Protein concentration was determined using
a bicinchoninic acid assay kit with bovine serum albumin as
the standard (Pierce Biochemicals, Rockford, IL).
EMSA was performed using a commercial kit (Gel Shift
Assay System, Promega, Madison, WI). NF-B consensus
oligonucleotide probe (5’-AGTTGAGGGGACTTTCC
CAGGC-3’) was end-labeled with [-32P] ATP (Free Biotech,
Beijing, China) and T4-polynucleotide kinase. Nuclear
protein (20 µg) was pre-incubated in a total volume of 9 µL
in a binding buffer, consisting of 10 mmol/L Tris-Cl, pH
7.5, 1 mmol/L MgCl2, 50 mmol/L NaCl, 0.5 mmol/L
EDTA, 0.5 mmol/L DTT, 4% glycerol, and 0.05 g/L of
polydeoxyinosinic deoxycytidylic acid (dI-dC) for 15 min at
room temperature. After addition of the 32P-labeled
oligonucleotide probe, the incubation was continued for
20 min at room temperature. Reaction was stopped by
addition of 1 µL of gel loading buffer and the mixture was
subjected to non-denaturing 4% polyacrylamide gel
electrophoresis in a TBE buffer (Tris-borate-EDTA). The
gel was vacuum-dried and exposed to x-ray (Fuji Hyperfilm)
at -70 ℃ till an intensifying screen. Levels of NF-B DNA
binding activity was quantified by computer-assisted
densitometric scanning and expressed as an arbitrary
densitometric unit (ADU).
Detection of ICAM-1 expression in jejunal tissue
The 10% buffered for malin-fixed jejunal tissue was
embedded in paraffin, sectioned in 4 m thickness with a
microtome and stained with hematoxylin and eosin (H-E).
The H-E stained sections were examined under a microscope
for any alteration in histopathology. Rabbit anti CD54
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(ICAM-1) primary antibody was purchased from Boster
Biotechnology Co., Ltd, China and the working dilutions
for these antibodies were 1:100. For immunohistochemistry,
sections were incubated in phosphate-buffered saline (PBS)
with 5% normal horse serum and 0.3% Triton X-100 for
1 h at RT. Sections were washed three times with PBS and
incubated with primary antibody to ICAM-1 for 2 h at RT.
After washing with PBS, sections were incubated with
biotinylated second antibodies for 1 h at RT. Sections
incubated in the absence of primary antibody were used as
negative controls. Microscopy of the immunohistochemically
stained tissue sections was performed by an experienced
pathologist blinded to the experimental condition. Evaluation
of sections was, therefore undertaken by assessing the intensity
of staining (5 grades). “0” indicates that there were no detectable
positive cells; “1” indicates very low density of positive cells;
“2” indicates a moderate density of positive cells; “3”
indicates the higher, but not maximal density of positive
cells; and “4” indicates the highest density of positive cells.
Statistical analysis
Software SPSS 11.0 was used in the statistical analysis. Each
parameter was presented as mean±SD, and compared using
one-way ANOVA analysis of variance, followed by Dunnett
T3 post hoc test. The level of significance was set at P<0.05.

RESULTS
NF-B binding activity in the jejunal tissue
There was a very low NF-B binding activity in the rats of
control group, which showed almost undetectable band
intensity in EMSA autoradiograph. Compared to control
group, NF-B binding activity in the jejunum following TBI
significantly increased (about 160%) by 3 h after TBI, being
highest (about 500% increase) at 72 h post-injury, and
remained elevated (about 390% increase) at 7 d post-injury
(Figure 1). The specificity of the DNA/protein was
determined by competition reactions in which a 100-fold
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molar excess of unlabeled NF-B oligonucleotide (specific
competitor) or unlabeled AP2 oligonucleotide (nonspecific
competitor) was added to the binding reaction 10 min before
the addition of radiolabeled probe using Hela nuclear
extract (Figure 2).

1 2 3 4
NF-B →

Free probe →
Figure 2 Results of competitive electrophoretic mobility shift assay for NF-B activity. Lane 1, negative control, no Hela nuclear
extract; lane 2, positive control, Hela nuclear extract; lane 3, Hela
nuclear extract plus 100-fold molar excess of unlabeled NF-B consensus oligo (specific competitor); lane 4, Hela nuclear extract plus
100-fold molar excess of unlabeled AP2 consensus oligo (nonspecific
competitor). This autoradiograph is representative of 2 independent experiments.

Expression of ICAM-1 in jejunum
The endothelial ICAM-1 expression in jejunum was not
significantly different among groups of control, TBI 3 h
and 12 h, in which there were few ICAM-1-positive
microvessels (Figures 3, 4A). Compared to controls, ICAM-1
was significantly up-regulated in the endothelia of
microvessels in villous interstitium and lamina propria by
24 h following TBI (Figure 4B) and maximally expressed at
72 h post-injury (Figure 3, 4C), with marked destruction of
villous structure. The endothelial ICAM-1 immunoreactivity
in jejunal mucosa still remained strong on d 7 post-injury
(Figures 3, 4D), accompanied by mucosal atrophy and villous
fusion[5]. The ICAM-1-positive endothelial cells were shown
as nigger-brown granules.
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Figure 1 Jejunal NF-B binding activity following TBI. As compared
with control group, NF-B binding activity in the jejunal tissue following TBI significantly increased at 3 h after TBI, being highest at
72 h postinjury, and remained elevated by 7 d postinjury. Upper:
EMSA autoradiogram. Lane 1, control; lane 2, 3 h postinjury; lane 3,
12 h postinjury; lane 4, 24 h postinjury; lane 5, 72 h postinjury; lane 6,
7 d postinjury. Lower: bar graph showing the mean band intensity of
EMSA autoradiograph in the jejunal tissue of control, 3, 12, 24, 72 h and
7 d postinjury. aP<0.05, bP<0.01. mean±SD of six animals in each group.
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Figure 3 Expression intensity of ICAM-1 in jejunum, manifested as
median rank. There was no significant difference in the ICAM-1 positive cells among the rats of control group, TBI 3 h and 12 h. As
compared to controls, ICAM-1 immunoreactivity was significantly
up-regulated on the endothelia of microvessels in villous interstitium and lamina propria by 24 h following TBI and maximally expressed at 72 h postinjury. The endothelial ICAM-1 expression in
jejunal interstitium still remained high at 7 d postinjury. bP = 0.01 vs
control, d P = 0.001 vs control, fP<0.001 vs control.
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Figure 4 ICAM-1 immunohistochemical staining of jejunal tissue,
indicated by the arrows. A: almost undetectable ICAM-1 expression
in the villi from control rats; B: moderate ICAM-1 immunoreactivity
in the villous interstitium at 24 h postinjury, with the villi well defined;
C: strong ICAM-1 immunoreactivity in the villous interstitium at 72 h
postinjury, with the villi disarranged and the ICAM-1 posit ive
endothelial cells shown as nigger-brown granules; D: marked ICAM1 immunohistochemical staining of microvessels in the intestinal
lamina propria at 72 h postinjury; E: high ICAM-1 immunoreactivity
in the villous interstitium at 7 d postinjury, with the villi atrophic
and sparse.

DISCUSSION
The most important finding of the present study is that
TBI might induce a significant up-regulation of NF-B
activity and ICAM-1 immunoreactivity in the intestine. The
activation of NF-B significantly increased by 3 h following
TBI, peaked at 72 h and remained elevated on d 7 postinjury. Otherwise, the expression of ICAM-1 was
significantly up-regulated in the intestine by 24 h following
TBI and peaked at 72 h post-injury. The peak of NF-B
activation and ICAM-1 expression coincided in time with
the period during which secondary mucosal injury of the
gut was also at its culmination following TBI[5], indicating
that intestinal inflammatory response mediated by NF-B
and ICAM-1 might play an important role in the acute gut
mucosal damage induced by TBI.
NF-B is a protein transcription factor that functions
to enhance the transcription of a variety of genes, including
cytokines, growth factors, intercellular adhesion molecules,
immunoreceptors and acute-phase proteins[12-14] . Under
normal conditions, NF-B is complexed in the cytoplasm,
where it is inactive, through an interaction of the p65 or
c-Rel subunit with inhibitory proteins termed inhibitory kappa
B (IB)[11]. In response to a variety of extracellular stimuli
such as proinflammatory cytokines (e.g., IL-1, TNF-),
lipopolysaccharides (LPS), mitogens, viral proteins, ionizing
radiation and certain chemical agents[12], at least two of the
IB proteins (IB and IB) are rapidly phosphorylated
by the recently identified IB kinase complex at two
conserved N-terminal residues. Phosphorylated IB is then
rapidly polyubiquitinated, and targeted for degradation
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through proteasome. Once IB is degraded, the nuclear
localization sequence of NF-B is exposed, allowing its
translocation to the nucleus and activation of gene
transcription.
To the best of our knowledge, till now no study has
been found in the literature on the intestinal NF-B
activation after trauma. Information about the intestinal
activation and regulation of NF-B induced by trauma is
not well understood. Concerning the importance of NF-B
in the inflammatory response[13,14] and gut in MODS[4,7,10], it
is necessary to explore the temporal pattern of intestinal
NF-B activation under the condition of trauma. Although
current study has shown that TBI could lead to an immediate
and persistent NF-B activation in the gut, the potential
mechanism underlying the initial and subsequent activation of
intestinal NF-B following TBI remains unclear. De Plaen[25]
have previously shown that NF-B was constitutively active
at low levels in the small intestine of rats, mainly as p50
homodimers, and could be activated by PAF in vivo within
30 min and was localized in both epithelial cells and lamina
propria cells by immunohistochemical studies. Several factors
might promote the activation of intestinal NF-B, including
ischemia-reperfusion, cytokines and reactive oxygen species[26]
in the gut. Splanchnic hypoperfusion is a common
phenomenon in trauma due to sympathetic response and
adaptive regulation of blood supply to vital organs. Therefore,
it is highly suggested that gut ischemia and subsequent
reactive oxygen species might initiate the NF-B activation,
which can be persistently up-regulated by overproduction
of intestinal proinflammatory cytokines following TBI.
Under normal physiological condition, there is no NF-B
activation. After trauma and other pathological stimuli,
NF-B is activated and required for maximal transcription
of many cytokines and adhesion molecules[13,14], including
TNF-, IL-6 and ICAM-1, which are thought to be important
in the generation of acute inflammatory responses[21,27] and
chronic inflammatory bowel disease[13,21]. Several animal
models have been developed to evaluate the role of NF-B
in the production of inflammatory events[27-29]. Activation
of NF-B correlates with the expression of mRNA for
cytokine-induced neutrophil chemoattractant (CINC), a
neutrophil chemotactic chemokine, and these events are
followed by an influx of neutrophils into the inflamed site[29].
Neurath[27] recently reported an interesting study in which
experimental colitis in mice was effectively blocked by the
administration of anti-sense oligonucleotides to the Rel A
subunit of NF-B. These findings support the concept that
NF-B plays a pivotal role in the inflammatory response and
regulating NF-B activation can alter inflammatory events.
The intestinal inflammatory response following trauma
is characterized by intestinal recruitments of neutrophils
and monocytes by releasing proinflammatory cytokines,
elastase and superoxide, which can lead to gut mucosal
injury[30]. The adhesion to vascular endothelium and infiltration
into the gut mucosa of leukocytes are orchestrated by specific
adhesion proteins on both endothelial cells and leukocytes.
Up-regulation of adhesion molecule is the basis of priming
and activation of leukocytes. ICAM-1 is a member of the
immunoglobulin superfamily, which is inducible by NF-B
and inflammatory cytokines such as IL-1 and TNF-.
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ICAM-1 might be up-regulated to involve in the adhesion
and infiltration of leukocytes into the injured site[31,32]. There
is a low expression of ICAM-1 in normal intestinal epithelium.
In this study, increased ICAM-1 immunoreactivity was
observed in intestinal villi and lamina propria following TBI.
Increased induction of ICAM-1 immunoreactivity in jejunal
vessels might promote leukocyte adhesion to the intestinal
vascular endothelia and the infiltration of leukocytes by
interactions between ICAM-1 and a group of CD11/CD18
glycoproteins on leukocytes, and further support the local
accumulation and activation of immunocompetent cells,
leading to the gut mucosal damage.
Because of the central role of NF-B in the inflammatory
response, many researches are presently focused on different
methods by which NF-B activation can be reduced. Recent
studies suggested that NF-B DNA-binding activity in
intestinal mucosa during endotoxemia was reduced by
induction of the stress response[33], antioxidants[34,35], some
anti-inflammatory compounds including glucocorticoids and
salicylates[36]. In addition, local or systemic administration
of anti-sense oligonucleotides to the NF-B subunit p65
decreased intestinal inflammation in murine experimental
colitis[27] . This may be a brand-new direction for further
research on the control of inflammatory response induced
by TBI.
In summary, we have shown that TBI could induce a
significant up-regulation of intestinal NF-B activation and
ICAM-1 immunoreactivity. The peak of NF-B activation
and ICAM-1 immunoreactivity coincides in time with the
period during which secondary mucosal injury of the gut is
also at its culmination following TBI. Inflammatory response
mediated mainly by NF-B and ICAM-1 may play an
important role in the pathogenesis of acute gut mucosal
damage following TBI.

ACKNOWLEDGEMENTS
We thank Dr. Genbao Feng and Bo Wu for their technical
assistance.
REFERENCES
1

2

3

4

5

6

7

Grotz MR, Deitch EA, Ding J, Xu D, Huang Q, Regel G.
Intestinal cytokine response after gut ischemia: role of gut
barrier failure. Ann Surg 1999; 229: 478-486
Huang L, Tan X, Crawford SE, Hsueh W. Platelet-activating factor and endotoxin induce tumour necrosis factor gene
expression in rat intestine and liver. Immunology 1994; 83:
65-69
Meyer TA, Wang J, Tiao GM, Ogle CK, Fischer JE, Hasselgren
PO. Sepsis and endotoxemia stimulate intestinal interleukin6 production. Surgery 1995; 118: 336-342
Langkamp-Henken B, Donovan TB, Pate LM, Maull CD,
Kudsk KA. Increased intestinal permeability following blunt
and penetrating trauma. Crit Care Med 1995; 23: 660-664
Hang CH, Shi JX, Li JS, Wu W, Yin HX. Alterations of intestinal mucosa structure and barrier function following traumatic brain injury in rats. World J Gastroenterol 2003; 9: 277627 81
Faries PL, Simon RJ, Martella AT, Lee MJ, Machiedo GW.
Intestinal permeability correlates with severity of injury in
trauma patients. J Trauma 1998; 44: 1031-1035; discussion
1035-1036
Swank GM, Deitch EA. Role of the gut in multiple organ

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

1153

failure: bacterial translocation and permeability changes.
World J Surg 1996; 20: 411-417
Magnotti LJ, Upperman JS, Xu DZ, Lu Q, Deitch EA. Gutderived mesenteric lymph but not portal blood increases endothelial cell permeability and promotes lung injury after
hemorrhagic shock. Ann Surg 1998; 228: 518-527
Doig CJ, Sutherland LR, Sandham JD, Fick GH, Verhoef M,
Meddings JB. Increased intestinal permeability is associated
with the development of multiple organ dysfunction syndrome in critically ill ICU patients. Am J Respir Crit Care Med
1998; 158: 444-451
Wang P, Ba ZF, Cioffi WG, Bland KI, Chaudry IH. Is gut
the “motor” for producing hepatocellular dysfunction after trauma and hemorrhagic shock? J Surg Res 1998; 74:
14 1-14 8
Baldwin AS. The NF-kappa B and I kappa B proteins: new
discoveries and insights. Annu Rev Immunol 1996; 14: 649–
68 3
Siebenlist U, Franzoso G, Brown K. Structure, regulation
and function of NF-kappa B. Annu Rev Cell Biol 1994; 10:
405–455
Schottelius AJ, Baldwin AS. A role for transcription factor
NF-kappa B in intestinal inflammation. Int J Colorectal Dis
1999; 14: 18–28
Barnes PJ, Karin M. Nuclear factor-kappaB: a pivotal transcription factor in chronic inflammatory diseases. N Engl J
Med 1997; 336: 1066–1071
Yamamoto K, Arakawa T, Ueda N, Yamamoto S. Transcriptional roles of nuclear factor kappa B and nuclear factorinterleukin-6 in the tumor necrosis factor-alpha-dependent
induction of cyclooxygenase-2 in MC3T3-E1 cells. J Biol Chem
1995; 270:31315-31320
Ledebur HC, Parks TP. Transcriptional regulation of the interc ellula r adhesion molecule-1 gene by inflamma tory
cytokines in human endothelial cells. Essential roles of a variant NF-kappa B site and p65 homodimers. J Biol Chem 1995;
270: 933–943
Chen CC, Manning AM. Transcriptional regulation of endothelial cell adhesion molecules: a dominant role for NF-kappa
B. Agents Actions Suppl 1995; 47: 135–141
Hou J, Baichwal V, Cao Z. Regulatory elements and transcription factors controlling basal and cytokine-induced expression of the gene encoding intercellular adhesion molecule
1. Proc Natl Acad Sci USA 1994; 91: 11641–11645
Neish AS, Read MA, Thanos D, Pine R, Maniatis T, Collins T.
Endothelial interferon regulatory factor 1 cooperates with NFkappa B as a transcriptional activator of vascular cell adhesion molecule 1. Mol Cell Biol 1995; 15: 2558–2569
Fiocchi C. Intestinal inflammation: a complex interplay of
immune and nonimmune cell interactions. Am J Physiol 1997;
273: G769-G775
Neurath MF, Pettersson S. Predominant role of NF-kappa B
p65 in the pathogenesis of chronic intestinal inflammation.
Immunobiology 1997; 198: 91-98
Spies M, Chappell VL, Dasu MR, Herndon DN, Thompson
JC, Wolf SE. Role of TNF-alpha in gut mucosal changes after
severe burn. Am J Physiol Gastrointest Liver Physiol 2002; 283:
G703-G708
Feeney DM, Boyeson MG, Linn RT, Murray HM, Dail WG.
Responses to cortical injury: I. Methodology and local effects
of contusions in the rat. Brain Res 1981; 211: 67-77
Shimada T, Watanabe N, Ohtsuka Y, Endoh M, Kojima K,
Hi ra i s hi H, Tera no A . Pol a pre z i n c do w n- reg ul a t es
proinflammatory cytokine-induced nuclear factor-kappaB
activiation and interleukin-8 expression in gastric epithelial
cells. J Pharmacol Exp Ther 1999; 291: 345-352
De Plaen IG, Tan XD, Chang H, Qu XW, Liu QP, Hsueh W.
Intestinal NF-kappaB is activated, mainly as p50 homodimers,
by platelet-activating factor. Biochim Biophys Acta 1998; 1392:
185-192
Lush CW, Cepinskas G, Kvietys PR. Regulation of intestinal
nuclear factor-kappaB activity and E-selectin expression dur-

1154

27

28

29

30

31

ISSN 1007-9327

CN 14-1219/ R

World J Gastroenterol

ing sepsis: a role for peroxynitrite. Gastroenterology 2003; 124:
118-128
Neurath MF, Pettersson S, Meyer zum Buschenfelde KH,
Strober W. Local administration of antisense phosphorothioate
oligonucleotides to the p65 subunit of NF-kappa B abrogates
established experimental colitis in mice. Nat Med 1996; 2:
998–1004
Shenkar R, Schwartz MD, Terada LS, Repine JE, McCord
J, Abraham E. Hemorrhage activates NF-kappa B in murine lung mononuclear cells in vivo. Am J Physiol 1996; 270:
L7 2 9–L7 3 5
Blac kwe ll TS, Holden EP, Bl ac kw el l TR, D eLarco JE,
Christman JW. Cytokine-induced neutrophil chemoattractant
mediates neutrophilic alveolitis in rats: association with
nuclear factor kappa B activation. Am J Respir Cell Mol Biol
1994; 11: 464–472
Partrick DA, Moore EE, Moore FA, Barnett CC, Silliman CC.
Lipid mediators up-regulate CD11b and prime for concordant superoxide and elastase release in human neutrophils. J
Trauma 1997; 43: 297-302; discussion 302-303
Frossard JL, Saluja A, Bhagat L, Lee HS, Bhatia M, Hofbauer
B, Steer ML. The role of intercellular adhesion molecule 1 and
neutrophils in acute pancreatitis and pancreatitis-associated

32

33

34

35

36

February 28, 2005

Volume 11

Number 8

lung injury. Gastroenterology 1999; 116: 694-701
Molla M, Gironella M, Miquel R, Tovar V, Engel P, Biete A,
Pique JM, Panes J. Relative roles of ICAM-1 and VCAM-1
in the pathogenesis of experimental radiation-induced intestinal inflammation. Int J Radiat Oncol Biol Phys 2003; 57:
26 4-27 3
Pritts TA, Wang Q, Sun X, Moon MR, Fischer DR, Fischer
JE, Wong HR, Hasselgren PO. Induction of the stress response in vivo decreases nuclear factor-kappa B activity in
jejunal mucosa of endotoxemic mice. Arch Surg 2000; 135:
86 0-86 6
Essani NA, Fisher MA, Jaeschke H. Inhibition of NF-kappa B
activation by dimethyl sulfoxide correlates with suppression
of TNF-alpha formation, reduced ICAM-1 gene transcription,
and protection against endotoxin-induced liver injury. Shock
1997; 7: 90-96
Liu SF, Ye X, Malik AB. In vivo inhibition of nuclear factorkappa B activation prevents inducible nitric oxide synthase
expression and systemic hypotension in a rat model of septic
shock. J Immunol 1997; 159: 3976-3983
Yin MJ, Yamamoto Y, Gaynor RB. The anti-inflammatory
agents aspirin and salicylate inhibit the activity of I(kappa)B
kinase-beta. Nature 1998; 396: 77-80

