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1. Introduction
Ulcerative colitis (UC) and Crohn’s disease (CD), collectively called inflammatory bowel
disease (IBD), are idiopathic, chronic, and relapsing intestinal inflammatory disorder,
characterized by abdominal pain and diarrhea. UC differs dramatically from CD with the
respects of disease distribution, morphology, and histopathology; for example, CD can
affect any part of the gastrointestinal (GI) tract, usually discontinuously. UC is confined to
the colon, it is characterized by continuous inflammation, invariably involving the rectum,
and is classified according to its proximal limit (proctitis, distal, or extensive colitis). Further,
unlike CD, inflammation in UC is restricted to the mucosal surface, perhaps giving weight
to the emerging concept of a defective mucosal barrier in disease pathogenesis.
Histologically active UC typically consists of a neutrophilic mucosal infiltrate, goblet cell
depletion, ‘‘cryptitis,’’ and prominent crypt abscesses. Acute inflammatory process in UC is
associated with mucosal (particularly epithelial) cell destruction. Meantime, UC and CD
share a lot of inflammatory similarities, such as epithelial barrier dysfunction, genetic
susceptibility etc. IBD may result in significant morbidity and mortality, with compromised
quality of life and life expectancy. While there is no cure for IBD, the last two decades have
seen tremendous advances in our understanding of the pathophysiology of this intestinal
inflammation. Even though the precise etiology of IBD remains elusive, it is accepted
(Figure 1) that IBD arises from abnormal host–microbe interactions, including qualitative
and quantitative changes in the composition of the microbiota, host genetic susceptibility,
barrier function, as well as innate and adaptive immunity. In more detail, some defects
occur in luminal bacterial antigen sampling by the epithelium, possibly mediated by toll-like
receptors (TLRs) or nucleotide binding oligomerisation domain family (NODs), controlled
by genetic factors (including NOD2 for CD etc). An over-response to the antigens then
stimulates activated dendritic cells to generate Th1-type /Th17 T cells or Th2-type /NK T
cells, which then generate cytokines, initiating a cascade of immunologic events resulting in
tissue damage. Thus, the factors participating in what manifests as inflammation in UC and
CD are part of a dynamic process in which autoantibodies are generated against mucosal
antigens in a susceptible host. The autoantibodies are not primarily responsible for disease
pathogenesis; rather, they mark for disease-related autoantigens, which likely cross react
with bacterial antigens from the normal intestinal flora. In a genetically susceptible host, the
interaction results in an exaggerated inflammatory response in which either a lack of
regulatory cells or enhanced numbers of effector cells initiates disease. With time, antigenic
spreading to host antigens (the autoantigens) occurs; therefore, removal of these bacteria
would no longer affect disease activity (Vanderlugt et al., 1996).
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Fig. 1. Pathogenesis of IBD. Many different factors, such as genetic factors, environmental
factors, and intestinal non-pathogenic or pathogenic bacteria can damage the mucus,
epithelium, or the tight junction, to initiate the inappropriate regulation or deregulation of
the immune response, leading to the secretion of pro-inﬂammatory cytokines, decrease in
epithelial barrier function and initiation of the inﬂamma tion-related signaling pathways.
IEC: Intestinal epithelial cell; APC: Antigen presenting cell; TJ: Tight junction. This model
adapted from the model presented previously (Yan 2008)
In this chapter, we are going to focus on the involvement of diverse of factors in the
pathogenesis of IBD, try to shed some light on the clues of intervention of IBD.

2. Genetic factor
Population-based studies provided compelling evidence that genetic susceptibility plays an
essential role in the pathogenesis of IBD, evidence including an 8- to 10-fold greater risk
among relatives of UC and CD and greater rates of concordance between twins in UC
patients (15.4% in monozygotic vs 3.9% in dizygotic twins) and CD patients (30.3% in
monozygotic vs 3.6% in dizygotic twins) (Cho & Brant, 2011). Some of genes encoding
protein kinases like ERK1 (Hugot et al., 1996) and p38 (Hampe et al., 1999) are located in
major IBD susceptibility regions on chromosome 16 and 6. Recently, substantial advances
have been achieved in defining the genetic architecture of IBD since the genome-wide
association study (GWAS) analysis heralded a new era of complex disease gene discovery
with notable success in CD initially and latterly also in UC. To date, near 99 published IBD
susceptibility loci have been discovered and replicated, of which minimum 28 are associated
with both UC and CD, although 47 are specific to UC and 24 to CD (Thompson & Lees,
2011). Generally, these genetic loci could be grouped into different categories. Importantly,
most of the genes have been linked to defects in innate and adaptive immunity and
epithelial barrier function. The first susceptible locus identified in IBD is the major
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histocompatibility complex (MHC) class II region on chromosome 6 has been clearly
demonstrated to be associated with UC (Toyoda et al., 1993).
Gene NOD2 is the breakthrough discovery whose mutations are associated with CD lying
either within or near the C-terminal, leucine-rich repeat domain, which is required for
microbial sensing. NOD2 is expressed by many leukocytes, including antigen presenting
cells, macrophages, and lymphocytes, as well as ileal Paneth cells, fibroblasts, and epithelial
cells. Activation of NOD2 by microbial ligands activates the transcription factor nuclear
factor κB (NF-κB) and mitogen activated protein kinase (MAPK) signaling, and functions as
a positive regulator of immune defense (Hugot et al., 2001; Ogura et al., 2001). The NOD2
ligand muramyl dipeptide (MDP) is ubiquitous, indicating that broad classes of bacteria are
capable of activating NOD2. However, the N-glycolyated form of muramyl dipeptide found
in mycobacteria and actinomycetes more potently activates NOD2 compared to the Nacetylated form, found more frequently in gram-positive and gram-negative bacteria
(Coulombe et al., 2009). Autophagy 16-like 1 (ATG16L1) has been strongly associated with
CD and encodes a protein component of the autophagy complex (Levine & Deretic, 2007).
ATG16L1 is broadly expressed, including in small intestinal Paneth cells (Cadwell et al.,
2008) where it mediates exocytosis of secretory granules that contain antimicrobial peptides.
IL-10 gene SNPs were found to be involved in the UC by GWAS analysis (Franke et al.,
2008), and IL-10-/- mouse is one of the oldest and most widely used animal models of UC, in
which spontaneous colitis develops in specific pathogen-free conditions (Kuhn et al., 1993).
IL10 is expressed by many different cells of the adaptive and innate immune system
including Th1, 2, and 17 cells, subsets of regulatory T cells, dendritic cells, macrophages,
mast cells, and natural killer cells (Mosser et al., 2008). It has pleiotropic effects on T and B
cells, and importantly limits the release of proinflammatory cytokines like TNF-a and IL-12.
In the IL-10-/- mouse model, defective counter regulatory anticytokine responses result in
inflammation affecting intestinal mucosa which is characterized by enlarged and branched
crypts, reduced number of goblet cells, degeneration of superficial epithelial cells, and
increased expression of MHC class II molecules in mouse colon. But these IL-10-/- mice
require gut microbia to develop inflammation, giving rise to an attractive theory that IL10
could be involved in restricting the mucosal immune response to enteric flora (Louis et al.,
2009, Sellon et al., 1998). Interestingly, this IL-10-/- model of UC have, in another hand,
elegantly shown a protective role of IL10: transfer of IL10 producing regulatory T cells to
immunodeficient mice prevents or cures colitis (Uhlig et al., 2006). Further, IL10 has been
shown to exert a protective effect on carcinogenesis in mice (Erdman et al., 2003). The antiinflammatory response of IL-10 is mediated through IL10 receptor (IL10R) and subsequent
activation of signal transducer and activator of transcription 3 (STAT3). IL10R is a
heterotetrameric molecule; while IL10R1 is specific to IL10R, IL10R2 is found as a subunit of
receptors to other cytokines, notably IL22, IL26, and IFN . Extracellular matrix gene 1
(ECM1) (Festen et al., 2010), E-cadherin gene (CDH1), Hepatocyte nuclear factor 4 alpha
gene (HNF4a), and laminin B1 (Barrett et al., 2009) are another four genes implicated in
mucosal barrier function, conferring risk of UC; ECM1 interacts with the basement
membrane, inhibits matrix metalloproteinase 9 (MMP9), and strongly activate NFκB (Chan
et al., 2007; Matsuda et al., 2003). The Wnt/beta-catenin signal transduction pathway has
been shown to influence ECM1 expression (Kenny et al., 2005). E-cadherin is the first genetic
correlation between colorectal cancer and UC, Chimeric mice with impaired E-cadherin
function due to expression of dominant–negative N-cadherin developed colitis despite
possessing an intact immune system (Hermiston & Gordon 1995a, 1995b). Notably, all of
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these 4 genes are regulated or related to protein kinases, for example, HNF4alpha-DNA
binding activity is dependent on its phosphorylation by protein kinase A (PKA) (Viollet et
al., 1997), while its transcription activity was dependent on AMP-activated protein
kinase(AMPK) (Hong et al., 2003).
Similarly, by GWAS analysis, the strongest association in CD was found in interleukin-12
receptor (IL23R) (Duerr et al., 2006)—as well as the previously identified NOD2 gene.
Knockout of or antibodies to IL23 prevent the development of intestinal inflammation in
such models (McGovern & Powrie, 2007). It is now evident that much of the function
previously ascribed to IL12 appears to relate to IL23, both of these cytokines sharing a p40
subunit in their heterodimeric structures. The IL23/IL12 pathway has become the subject of
intensive study in the field of immunology as it plays a key role in determining
differentiation of naıve T cells into effector Th1 cells (driven by IL12) or Th17 cells (driven
by IL23). Some specific bacterial components such as peptidoglycan can differentially
induce antigen presenting cells to produce IL23 rather than IL12, leading to distinct patterns
of inflammatory response (Begum et al., 2004). Th17 cells are particularly interesting for
their role in organ-specific inflammation—raising the hope that therapeutic disruption of
the IL23 pathway will control such inflammation without impairing systemic immunity.

3. Microbiota and immune responses
The human GI tract contains as many as 1014 individual bacteria, comprising over 500 different
species. These commensal bacteria serves as a primary barrier between the intestinal epithelial
cells and the external environment, which is critical to the healthy host, as it modulates
intestinal development, maintains a healthy intestinal pH, promotes immune homeostasis, and
enhances metabolism of drugs, hormones and carcinogens. Evidence from immunologic,
microbiologic, and genetic studies implicates abnormal host-microbial interactions in the
pathogenesis of UC. But the mechanisms underlying the involvement of microbiota are
elusive, and the effects of microbiota are due to their interaction with other factors, such as
immunologic factors, genetic factor or epithelial junction proteins. The postulated mechanisms
(Packey & Sartor, 2008) are as followed with little modification: (A) Pathogenic bacteria or
abnormal microbial composition. A traditional pathogen or functional alterations in
commensal bacteria, including enhanced epithelial adherence, invasion, and resistance to
killing by phagocytes or acquisition of virulence factors, can result in increased stimulation of
innate and adaptive immune responses. Luminal bacterial concentrations are increased in IBD,
microbial diversity is diminished, particularly in patients with active disease. The involvement
of pathogen mycobacterium avium subspecies paratuberculosis (MAP) in the pathogenesis of
IBD is still controversial. Commensal bacteria that undergo functional alterations might
contribute to the pathogenesis of IBD. Escherichia coli are commensal aerobic Gram-negative
bacteria that play an important role in maintaining normal intestinal homeostasis.
Modifications of luminal bacteria concentrations, including E. coli, have been observed in
Crohn’s disease patients (Frank et al., 2007). Reduced numbers of Bacteroides fragilis might also
contribute to inflammation because this prominent human symbiont has protective effects: it
protects mice from colitis induction by Helicobacter hepaticus, a murine commensal bacterium
with pathogenic properties (Mazmanian et al., 2005). Faecalibacterium prausnitzii has antiinflammatory properties; its numbers are reduced in patients with CD and associated with risk
of postresection recurrence of ileal CD (Sokol et al., 2008). There is a decreased ratio of
protective commensal bacterial species compared to aggressive species in patients with IBD.
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Decreased concentrations of bacteria that produce butyrate and other short-chain fatty acids
(SCFA) may compromise epithelial barrier integrity. (B) Defective host containment of
commensal bacteria. Increased mucosal permeability can result in overwhelming exposure of
bacterial to TLR ligands and antigens that activate pathogenic innate and T cell immune
responses. (C) Defective host immunoregulation. Inflammation might arise from lack of
tolerance to antigens present in autologous microflora; cells derived from inflamed intestinal
tissues of patients with IBD are activated by exposure to sonicated samples of autologous or
heterologous GI microflora, whereas cells from normal individuals respond only to sonicates
of heterologous microflora (Duchmann et al., 1997). Antigen-presenting cells and epithelial
cells overproduce cytokines due to ineffective down regulation, which results in TH1 and
TH17 differentiation and inflammation. Dysfunction of regulatory T cells (Treg) leads to
decreased secretion of IL-10 and TGF- , and loss of immunological tolerance to microbial
antigens (an overly aggressive T cell response.).

Fig. 2. Proposed mechanisms by which bacteria and fungi induce chronic immune-mediated
inflammation and injury of the intestines. This model adapted from the model presented in
the work by Dr Sartor (Packey & Sartor 2008) (a) Pathogenic bacteria. (b) Abnormal
microbial compostion. (c) Defective host containment of commensal bacteria. (d) Defective
host immunoregulation.
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The bowel is the largest immunological organ of the body, with continuous interaction
between the mucosal immune system and the intestinal flora. IBD is commonly regarded as
the consequences of an enhanced inflammatory response or the lack of a down regulatory
response to bacteria abnormality (Sartor et al., 2008; Xavier et al., 2007). The dysregulated
immune response involving the innate (for example, TLR, DC, etc) and the adaptive
immune system (e.g. effector T-cells, regulatory T-cells, eosinophils, neutrophils, etc) may
follow or precede the macroscopic lesions. Th-1 and Th17 immune responses play a role in
the pathogenesis of Crohn’s disease (Sartor, 2008; Strober et al., 2007). The Th1 cytokine
profile, which includes IFN- and IL-12 p40, is dominant in patients with Crohn’s disease.
Traditional Th1 responses are mediated by IFN- , the production of which is stimulated by
IL-12, produced by antigen-presenting cells (APCs). Most experimental colitis models also
have a dominant Th1 response, although in several models Th1 responses can change into
Th2 (type 2 T-helper lymphocyte) responses as the inflammatory process matures (Spencer
et al., 2002; Bamias et al., 2005). How we think about Th1 responses has been influenced by
the discovery of an additional Th17 pathway. IL-17 mediates Th17 responses (Kolls &
Linden, 2004). The production of this cytokine is stimulated by the production of IL-6, TGF
and IL-23 by innate immune cells and APCs, especially dendritic cells. Bacterial colonization
stimulates IL-23 expression by ileal dendritic cells (Becker et al., 2003). The levels of both IL23 and IL-17 are increased in Crohn’s disease tissues and most forms of experimental colitis
(Fujino et al., 2003; Schmidt et al., 2005; Yen et al., 2006). Of pathogenic importance, the IL12–IFN- and IL-23–IL-17 pathways seem to be mutually exclusive, since IFN- suppresses
IL-17, and vice versa (Kolls et al., 2004). The immunopathogenesis of UC has been a more
difficult disease to ascertain, neither IFN- (a major Th1 cytokine) nor IL-4 (the major Th2
cytokines) was increased (Fuss et al., 2008). In fact, IL-4 production was found to be
decreased in cells extracted from UC tissue and only the fact that an additional Th2 cytokine
IL-5 secretion by these cells was somewhat increased hinted that the disease may have a Th2
character. A further, enhanced level of IL-13 was noticed in lamina propria from UC
specimens, whereas those from Crohn’s disease specimens were producing IFN- (Fuss et
al., 1996). Fuss (Fuss et al., 2004) found that antigen-presenting cells bearing a CD1d
construct (and thus expressing CD1d on its surface, which presents lipid rather than protein
antigens to T cells.) could only induce lamina propria mononuclear cells from UC patients
but not that of Crohn ’ s disease to produce IL-13. Thereby, the cytokine secretion profile
seen in UC was produced from a non-classical CD1 dependent NK T cell whereas the
cytokines produced in Crohn’s disease were from that of an activated classical Th1 CD4 + T
cell. In addition, Lamina propria cells enriched for NK T cells from the patients could be
shown to be cytotoxic for epithelial cells and such cytotoxicity was further enhanced by IL13. Antigens in the mucosal microflora activate NK T cells because of barrier dysfunction
that, in turn, cause cytolysis of epithelial cells and the characteristic ulcerations associated
with the disease. As suggested, enhancement of cytolytic activity was observed in vitro in
the presence of IL-13. Further, IL-13 was shown to have direct effects on activation of
cytokine, transcription. These studies demonstrated that TGF- transcription was dependent
upon IL-13. In short, UC is associated with an atypical Th-2 response mediated by a distinct
subset of NK T cells that produce IL- 13 and are cytotoxic for epithelial cells (Fuss et al.,
2008). Further, UC is characterized by the presence of various types of autoantibodies which
confirm a key role of defect of host/bacterial interface to this disease. Approximately 70% of
patients were diagnosed in the traditional manner with ulcerative colitis express pANCA
(Saxon et al., 1990). The site of production of pANCA has been localized to the
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gastrointestinal mucosa (Targan et al., 1995). pANCA-primed B cells have been
demonstrated in the mesenteric nodes and were not found in detectable amounts in the
periphery (Targan et al., 1995). These findings represent further confirmation that the
pANCAreactive antigen(s) also originates in the mucosa. Despite the fact that pANCA can
be found in the peripheral circulation, the mucosal origin is the evidence that the antigen(s)
to which pANCA reacts is mucosa specific and thus is more closely related to mucosal
immune responses and mucosal inflammation. This finding corroborates that disease results
from a defect in the hosts reaction to bacteria. The antigens to pANCA have been localized
to the nucleus of neutrophils by the use of electron microscopy (Billing et al., 1995).

MLCK
SPAK

Fig. 3. Binding of microbial adjuvants to extracellular and intracellular patter-recognition
receptros and initiate their function by activating preotein kinases. Toll-like receptors on the
cell membrane selectively bind to various bacterial, viral or fungal components. This ligation
activates conserved signaling pathways that activate NF?B and mitogen-activated protein
kinases. These transcription factors stimulate the expression of a number of
proinflammatory and antiinflammatory genes. This model adapted and modified from the
model presented previously.
http://www.nature.com/nrgastro/v3/n7/full/ncpgasther0528.html
The intestinal mucosa must rapidly recognize detrimental pathogenic threats to the lumen to
initiate controlled immune responses but maintain hyporesponsiveness to omnipresent
harmless commensals. Pattern recognition receptors (PRRs) may play an essential role in
allowing innate immune cells to discriminate between ‘‘self’’ and microbial ‘‘non-self’’ based
on the recognition of broadly conserved molecular patterns. Toll-like receptors (TLRs), a class
of transmembrane PRRs, play a key role in microbial recognition, induction of antimicrobial
genes, and the control of adaptive immune responses. Polymorphisms in TLRs have been
linked to Crohn’s disease (Franchimont et al., 2004; Torok et al., 2004), and
immunofluorescence studies reveal that epithelial TLR expression is markedly upregulated in
IBD (Cario et al., 2000). TLR4, for example, is induced by proinflammatory cytokines and is
highly expressedin IECs, resident macrophages and dendritic cells in active IBD (Cario, 2000;
Hausmann et al., 2002). The functional variant Asp299Gly of TLR4 is associated with IBD and
increased susceptibility to Gram-negative infections (Franchimont et al., 2004). Disrupted
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TLR4 signalling could engender an inappropriate innate and adaptive immune response
necessary to eradicate pathogens, which would result in severe inflammation. Polymorphisms
of TLRs 1, 2 and 6 are associated with more extensive disease localization in IBD (Pierik et al.,
2006). UC patients have an association between a TLR7 variant and the prevalence of pANCA
antibodies, which crossreact with enteric bacterial antigens (Vermeire et al., 2004; Seibold et al.,
1998). Blockade of bacterial signalling through NFκB in IECs potentiates chemically induced
colitis in TLR4 and TLR9-deficient mice (Fukata et al., 2006; Lee et al., 2006). Individual TLRs
differentially activate distinct signaling events via diverse cofactors and adaptors. To date, at
least five different adaptor proteins have been identified in humans: MyD88, Mal/TIRAP,
TRIF/TICAM-1, TRAM/Tirp/TICAM-2, and SARM (O’Neill et al., 2003). The first identified
so-called ‘‘classical’’ pathway (Cario, 2005) involves recruitment of the adaptor molecule
MyD88, activation of the serine/threonine kinases of the interleukin 1 receptor associated
kinase (IRAK) family, subsequently leading to degradation of inhibitor kB (IkB) and
translocation of nuclear factor kB (NFkB) to the nucleus, then result in activation of specific
transcription factors, including NFkB, AP-1, Elk-1, CREB, STATs, and the subsequent
transcriptional activation of genes encoding pro- and anti-inflammatory cytokines and
chemokines as well as induction of costimulatory molecules. All of these various downstream
effects are critically involved in the control of pathogen elimination, commensal homeostasis,
and linkage to the adaptive immunity. Signaling through different TLRs can result in
considerable qualitative differences in TH dependent immune responses by differential
modulation of MAPKs and the transcription factor c-FOS (Agrawal et al., 2003). So TLR
signalling protects intestinal epithelial barrier and maintains tolerance, but aberrant TLR
signalling may stimulate diverse inflammatory responses leading to UC. TLR comprise a
family of (so far) 11 type-I transmembrane receptors. Different pathogen associated molecular
patterns selectively activate different TLRs: (Lipoptroteins) TLR1, 2 and 6; (dsRNA) TLR3;
(LPS) TLR4; (Flagellin) TLR5; (ssRNA) TLR7 and 8; (CpG DNA) TLR9. These signals all
converge on a single pathway via myeloid differentiation primary response protein MyD88,
which activates NFκB. the NFκB pathway was thought to have predominantly pro
inflammatory activities and NFκB is activated in the tissues of UC patients and its inhibition
can attenuate experimental colitis (Neurath et al., 1996). In intestine, tolerance is an essential
mucosal defence mechanism maintaining hyporesponsiveness to harmless lumenal
commensals and their products. Several molecular immune mechanisms that ensure tolerance
via TLRs in intestinal epithelial cells (IEC) have recently been described, for example, low
expression of TLRs at resting conditions in IEC can maintain hyporesponsiveness to
microbiota; high expression levels of the downstream signaling suppressor Tollip which
inhibits IRAK activation (Otte et al., 2004), ligand induced activation of peroxisome
proliferator activated receptor c (PPARc) which uncouples NFkB dependent target genes in a
negative feedback loop (Dubuquoy et al., 2003. Kelly et al., 2004), and external regulators
which may suppress TLR mediated signalling pathways. Commensal bacteria may assist the
host in maintaining mucosal homeostasis by suppressing inflammatory responses and
inhibiting specific intracellular signal transduction pathways (Neish et al., 2000), uncoupling
NFkB dependent target genes in a negative feedback loop (Dubuquoy et al., 2003) which may
lead to attenuation of colonic inflammation (Kelly et al., 2004).
NODs comprise at present more than 20 different members with C terminal ligand recognition
(LRR) domain, central nucleotide binding domain (NBD), and N terminal caspase recruitment
domains (CARDs). Recent research has mostly focused on two cytosolic receptors of this
family, NOD1 and NOD2, which both play a major role in intestinal regulation of

www.intechopen.com

Pathogenesis of Inflammatory Bowel Diseases

119

proinflammatory signalling through NFκB in response to distinct bacterial ligands. NOD2 is
constitutively or inducibly expressed in all kinds of cells throughout the gasterintestinal tract.
MDP has been identified as (so far) the sole ligand of NOD2 (Inohara et al., 2003; Girardin et
al., 2003). NOD2 has been found to exert antibacterial activity in intestinal epithelial cells
limiting survival of enteric bacteria after invasion. Bacterial clearance of Salmonella
typhimurium is strongly accelerated in IEC expressing a functional NOD2 protein, whereas
L1007fsinsC mutant expressing IEC are virtually unable to clear the pathogen in vitro
(Hisamatsu et al., 2003). NOD2 (Chin et al., 2002) knockout mice, exhibit a profoundly
decreased ability to clear intracellular Listeria monocytogenes, inducing persistent immune
activation by combined loss of antibacterial activity, dysregulation of cytokine production, and
imbalance of T cell activation. Emerging studies have started to reveal the molecular
mechanisms by which NOD2 influences innate immune responses in the intestinal mucosa. It
seems that different NOD2 mutations may span a spectrum of diverse phenotypes, ranging
from complete ‘‘loss of function’’ to maximal ‘‘gain of function’’. NOD2 mutations within NBD
lead to constitutive ligand independent NFκB activation, causing a chronic systemic
inflammatory disorder known as ‘‘Blau syndrome’’(Inohara et al., 2003a). Conversely, it has
been suggested that CD associated NOD2 mutants which are predominantly found in the
microbial ligand dependent LRR domain rather reflect ‘‘loss of function’’ phenotypes. Several
in vitro transfection studies showed that human CD associated NOD2 mutants significantly
abolish NFκB activation in response to MDP (Inohara et al., 2003b; Girardin et al., 2003;
Chamaillard, 2003). However, paradoxically, macrophages within the intestinal lamina
propria of CD patients overproduce NFκB targets, including exaggerated production of
proinflammatory cytokines, such as TNF-a and IL-1 (Podolsky, 2002). Accordingly, a recent
in vivo study now demonstrates that MDP stimulated macrophages isolated from mice
generated with a murine NOD22932iC variant, homologous to the human NOD23020insC
(=L1007fsinsC) variant, exhibit enhanced NFκB activation, increased apoptosis, and elevated
IL-1 secretion (Maeda et al., 2005), possibly implying an important mechanism of how
dysfunctional NOD2 may trigger intestinal inflammation in some types of CD. Thus this
murine NOD2 frame-shift mutation in the LRR region may imbalance functions of both
terminal parts of the whole protein: bacterial dysrecognition through the impaired LRR
domain, ligand independent NFκB activation, as well as uncontrolled apoptosis and
subsequent induction of IL-1 processing and release through the hyperactive CARD
domains. The NOD2 gene product is most abundant in ileal Paneth cells (Lala et al., 2003;
Ogura et al., 2003) which express a diverse population of microbicidal defensins restricting
colonization or invasion of small intestinal epithelium by bacteria (Ouellette et al., 1994).
Stimulation with MDP elicits cryptidin secretion from Paneth cells (Ayabe et al., 2000).
In addition, NF-κB is normally grouped into one of the pro-inflammatory mediators, a
protective role for epithelial NF-κB signaling by either bacteria, IL-1, or TNF stimulation of
TLRs, or cytokine receptors is demonstrated by conditional ablation of NEMO (IκB kinase)
in intestinal epithelial cells causing spontaneous severe colitis (Nenci et al. 2007). Blockade
of epithelial NF-κB signaling led to increased bacterial translocation across the injured
epithelium, similar to TLR4-deficient mice treated with DSS (Fukata et al., 2006).

4. Barrier dysfunction
Generally, intestinal barrier function consists of different level of defense lines, the mucus
layer, commensal microbiota, epithelial cells themselves, the junction between lateral
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epithelial cells, innate and adaptive immune systems and enteric nerve system. Any stresses
which interfere with any level of this defense lines could potentially lead to intestinal barrier
dysfunction and result in intestinal inflammation.
Merge

A

Muc2 staining

B

Bacterial fish

C

WT

D

Muc2 -/-

E

Fig. 4. Merged figure (A) of Muc2immunostaining (green, B) and FISH analysis using the
general bacterial probe EUB338-Alexa Fluor 555 (red, C) of distal colon, it was shown muc2postive goblet cells and the outer mucus layer (Arrow) and inner mucus layer (Star) on the
epithelium. The inner layer (Star) is devoid of bacteria, which can only be detected in the
outer mucus layer. The inner mucus generates a spatial separation between the cells and the
microflora. (Scale bar: 20μm.). (D) FISH using the EUB338-Alexa Fluor 555 probe staining
bacteria and DAPI DNA staining in colon show a clear separation of the bacterial DNA and
epithelial surface in WT mice, but not in Muc2 -/- mice. This separation corresponds to the
inner mucus layer (s). (Scale bar: 100μm.). These models adapted from the models presented
previously (Johansson 2008).
Epithelial cells form a continuous, polarized monolayer that is linked together by a series of
dynamic junctional complexes. Except function as a physical barrier, epithelial cells
maintain a mucosal defense system through the expression of a wide range of PRRs, such as
TLRs and NODs. These PRRs form the backbone of the innate immune system through the
rapid response and recognition of the unique and conserved microbial components,
(Medzhitov & Janeway. 2002; Akira et al., 2006). Tight junctions are composed of
transmembrane proteins (claudins, occludins, and junctional adhesion molecule [JAM]),
peripheral membrane or scaffolding proteins (zonula occludens [ZO]), and intracellular
regulatory molecules that include kinases and actin. An anatomically and immunologically
compromised intestinal epithelial barrier allows direct contact of the intestinal mucosa with
the luminal bacteria and plays a crucial role in the development and maintenance of IBD by
initiating chronic inflammatory responses, although it is unclear whether this is a primary
pathogenic process or secondary to inflammation. Since the contribution of genetic factors,
microbiota and immune responses to the pathogenesis to IBD, we high light the
involvement of mucus layer, tight junction itself in the pathogenesis of IBD.
4.1 Mucus layer
As mentioned in previous part of this chapter, the digestive tract is home to 1014 bacteria
and bacteria genome is as many 10 times as human genome, which has evolved to ensure
homeostasis. How to manage this enormous bacterial load without overt immune responses
from the adaptive and innate systems is not well understood. When the equilibrium is
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altered, as in CD and UC, inflammatory responses are initiated against the commensal
bacteria. An important component, often neglected due to lack of understanding, is the
mucus layer that overlies the entire intestinal epithelium as a protective gel-like layer
(Johansson et al., 2008). This thick and hyperviscous mucus layer secreted by goblet cells
overlies the entire intestinal epithelium as a protective gel-like layer that can extend up to as
much as 150 µm thick in mouse colon (and 800 µm thick in rat colon). There exist two
different kinds of mucus layer-out layer and inner layer. The majority of microorganisms in
the lumen can be found in the outer mucus layer, there is an inner, protected, and unstirred
layer that is directly adjacent to the epithelial surface and is relatively sterile. The sterility of
this layer contributes to the retention of a high concentration of antimicrobial proteins (such
as cathelicidiens, defensins, and cryptidens) produced by various intestinal epithelial
lineages, including enterocytes and Paneth cells. The inner firmly attached mucus layer
forms a specialized physical barrier that excludes the resident bacteria from a direct contact
with the underlining epithelium. This organization of the colon mucus, as based on the
properties of the Muc2 mucin, should be ideal for excluding bacteria from contacting the
epithelial cells and thus also the immune system. Alterations or the absence of these
protective layers, as in the Muc2-/- mouse colon, allow bacteria to have a direct contact with
epithelial cells, to penetrate lower into the crypts and also translocate into epithelial cells.
That such a close contact between bacteria and epithelia can trigger an inflammatory
response (Johansson et al., 2008; Shen et al., 2009). The surface mucus layer also impacts
mucosal permeability, as demonstrated by spontaneous colitis in Muc-2- deficient mice
(Bergstrom et al., 2010), and increased dextran sulphate sodium-induced colitis in intestinal
trefoil factordeficient mice (Mashimo et al., 1996) and in human UC, particularly in mucus
composition and concentration in phospholipids (Braun et al., 2009). Aberrant mucin
assembly causes endoplasmic reticulum stress and spontaneous inflammation that
resembles UC in mice (Kaser et al., 2008, Heazlewood et al., 2008); defects in the mucus layer
could also influence the pattern of microbial colonization and the maintenance of microbial
community structure and function. The importance of the Muc2 mucin in organizing the
colon mucus protection is further strengthen by the report that two mouse strains with
diarrhea and colon inflammation were shown to have two separate spontaneous mutations
in the Muc2 mucin (Heazlewood et al. 2008). Importantly, the production of mucin is
regulated by protein kinases, for example, resistin and resistin-like molecule (RELM) beta
upregulated mucin expression which dependent on the kinase activities of protein kinase C
(PKC), tyrosine kinases, and extracellular-regulated protein kinase (Krimi et al., 2008);
Cathelicidin stimulates colonic mucus synthesis by up-regulating MUC1 and MUC2
expression through a mitogen-activated protein kinase pathway (Tai et al., 2008).
4.2 Epithelial cell and its tight junction
The intestinal defect was first reported in studies showing that the intestinal mucosa of
patients with CD had a decreased ability to exclude large molecules (Hollander et al., 1986).
The cellular components of the intestinal barrier consist of the complete array of columnar
epithelial cell types (enterocyte, paneth cells, enteroendorine cells, and goblet cells) present
within the intestine. These cells are polarized with an apical membrane and a basolateral
membrane, and apical membrane composition is distinct from the basolateral membrane, for
example, the nutrient transporters are located on the apical membrane; they use Na+ ions
cotransport to provide the energy and directionality of transport. In contrast, the Na+K+ATPase, which establishes the Na+ electrochemical gradient, is present on basolateral, but
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not apical membranes. In addition, the lipid composition of the membrane differs; the apical
membrane is enriched in sphingolipids and cholesterol relative to the basolateral membrane.
One result of this cellular polarization is that the apical membranes of intestinal epithelial
cells are generally impermeable to hydrophilic solutes in the absence of specific
transporters. Thus, the presence of epithelial cells, particularly the apical membranes,
contributes significantly to the mucosal barrier (Shen et al., 2009). Among the most
important structures of the intestinal barrier are the epithelial tight junctions (TJs) that
connect adjacent enterocytes together to determine paracellular permeability. The tight
junction is composed of multiple proteins including transmembrane proteins such as
occludin, tricellulin, claudins and junctional adhesion molecule (JAM). The intracellular
portions of these transmembrane proteins interact with cytoplasmic peripheral membrane
proteins, including zona occludens (ZO)-1,-2,-3 and cingulin (Mitic & Anderson. 1998).
These tight junction and cytoplasmic proteins then interact with F-actin and myosin II,
thereby anchoring the tight junction complex to the cytoskeleton. Once thought to be static,
the association of these proteins with the tight junction is highly dynamic (Shen et al., 2009)
and may play a role in epithelial barrier regulation. Occludin was the first tight junctionassociated integral membrane protein identified (Furuse et al., 1993). Although occludin
knockout mice exhibit intact intestinal epithelial tight junctions and display no observable
barrier defect (Schulzke et al., 2005, Saitou et al., 2000). But in vitro studies demonstrate
crucial roles in tight junction assembly and maintenance (Yu et al., 2005; Suzuki et al., 2009;
Elias et al., 2009). This suggests that further analysis of occludin knockout mice under
stressed condition may reveal in vivo functions of occludin and provide new insight into
mechanisms of tight regulation (Turner, 2006). Given the phylogenetic and structural
similarities between occludin and tricellulin (Ikenouchi et al., 2005), it may be that the
tricellulin accounts for normal intestinal barrier function in occludin knockout mice. This
hypothesis could also be applied to inflammatory bowel disease, where intestinal epithelial
occludin expression is reduced (Heller et al., 2005). The fact that occludin knockout mice
exhibit intact intestinal epithelial barrier function led to the search for additional tight
junctional components and ultimately to the discovery of the claudins (Furuse et al., 1998).
The claudins are a large family of proteins that also interact with partners on neighboring
cells to affect junctional adhesions via extracellular loops. At least 24 different claudin
proteins are present in mammals (Van Itallie et al., 2003, 2004, 2006), and these proteins are
the primary component of tight junction strands (Furuse et al., 2006). Claudins are expressed
in a tissue-specific manner, studies on human intestine confirm the expression of claudins-1,
-2, -3, -4, -5, -7, and -8 in the colon, expression of claudins-1, -2, -3, and -4 in the duodenum,
and expression of claudins-2 and -4 in the jejunum (Burgel et al., 2002; Escaffit et al., 2005,
Szakal et al., 2010; Wang et al., 2010; Zeissing et al., 2007).
The molecular anatomy of transport through tight junction is not yet clear, at least two
routes allow transport across the tight junction, and the relative contributions of different
paracellular transport are regulated independently (Fihn et al., 2000; Van Itallie, 2008;
Watson et al., 2005). One route, the size-dependent pathway, allows paracellular transport
of large solutes, including limited flux of proteins and bacterial lipopolysaccharides (Van
Itallie 2008; Watson et al., 2005). Although at what size particles are excluded from the leak
pathway has not been precisely defined, it is clear that materials as large as whole bacteria
cannot pass. Flux across the leak pathway may be increased by cytokines and protein
kinases, including IFN , TNF (Watson et al., 2005; Wang et al., 2005; Clayburgh et al., 2006),
MAPKs, myosin II light chain kinase (MLCK) (Turner 2006) and SPAK (Yan et al., 2011). A
second pathway is charge-dependent pathway, characterized by small pores that are
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defined by tight junction-associated pore-forming claudin proteins (Amasheh et al., 2002;
Colegio et al., 2003; Simon et al., 1999). These pores have a radius that excludes molecules
larger than 4 A (Van Itallie 2008; Watson et al., 2005). Thus, tight junctions show both size
selectivity and charge selectivity, and these properties may be regulated individually or
jointly by physiological or pathophysiological stimuli. It need to point out that barrier
dysfunction may be caused by increased paracellular permeability, but mainly by epithelial
damage, including erosion, and ulceration (Zeissig et al., 2004; Schulzke et al., 2006). In
addition, in epithelial cells, the site of claudin protein polymerization to form strands
depends on ZO family protein expression (Furuse & Tsukita, 2006), and cells lacking ZO-1
and ZO-2 fail to form tight junctions at all.
Generally, TJ proteins can be subdivided into ‘‘tightening’’ TJ proteins that strengthen
epithelial barrier properties (such as occluding and claudin-1 and -4 etc) and ‘‘leaky’’ TJ
proteins (like claudin-2) that selectively mediate paracellular permeability. Dysfunctional
intestinal barrier is a feature of gut inflammation in humans and has been implicated as a
pathogenic factor in IBD for the last 30 years. The factors responsible for barrier dysfunction
in UC are similar to those in CD, including an increase in epithelial antigen transcytosis and
a change in TJ structure with a reduction in TJ strand count and in the depth of the TJ main
meshwork; although, in contrast to CD, strand breaks are not as frequent as in UC (Schmitz
et al., 1999; Schurmann et al., 1999). Again, the downregulation of occludin and
downregulation of several ‘‘tightening’’ TJ proteins like claudin-1 and -4, together with an
upregulation of the pore-forming TJ protein claudin-2 contribute to the barrier defect
observed in UC (Heller et al., 2005; Oshima et al., 2008). These disruptions of tight junction
proteins could lead to a breakdown in the protective barrier and can be used as a portal of
entry by the luminal bacteria. This breach in intestinal barrier can result in inflammatory
infiltrate and enhanced production of cytokines and other mediators (such as neutrophil)
that can further contribute to the altered barrier function.
Mucosal permeability is influenced by several factors. The surface mucus layer also impacts
mucosal permeability, as demonstrated by spontaneous colitis in Muc-2- deficient mice (Van
der Sluis et al., 2006), and increased dextran sulphate sodium-induced colitis in intestinal
trefoil factordeficient mice (Mashimo et al., 1996). Luminal microbiota can also compromise
the intestinal barrier function (Packey & Sartor, 2008). The third is the integrity of the
epithelial cell layer and the basement membrane. Molecularly this can be compromised by
downregulating tight junction components Claudins 5 and 6, upregulating pore-forming
Claudin 2 (Zessig et al., 2007 ), which can be accomplished by TNF and IL-13, or increasing
epithelial apoptosis, which has been achieved in mice by blocking nuclear factor kappa-B
(NFκB) signalling. Genetic factors are involved in the loss of intestinal barrier function (Cho
& Brant, 2011). Dysregulated innate and adaptive immune system can lead to the enhanced
epithelial permeability (Fuss, 2008). Finally, autonomic nerve system function affects
epithelial permeability, as demonstrated by mice that develop fulminant jejunoileitis
following ablation of enteric glial cells (Bush et al., 1998).
The increased uptake of antigens and macromolecules from the intestinal lumen mediated
through this epithelial barrier dysfunction can further exacerbate the inflammatory process,
ending up in a vicious circle. In this manner, barrier dysfunction is a perpetuating principle
during gastrointestinal inflammation. Since epithelial TJs are important in the maintenance
of barrier function, regulatory changes in their function that are commonly found during
intestinal inflammation can have severe consequences. For example, the resulting passive
loss of solutes into the intestinal lumen and the subsequent osmotically driven water flow
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results in ‘‘leak flux diarrhea’’, one of the main consequences of UC. The tight junction is,
therefore, the rate-limiting step in transepithelial transport and the principal determinant of
mucosal permeability. But it has to be pointed out that barrier dysfunction itself is not
sufficient to cause intestinal diseases, such as in MLCK (Turner 2006) and SPAK (Yan et al.,
2011) transgenic mouse models, these two different transgenic mice revealed increased
transepithelial permeability, but neither of them demonstrated any UC characterization, for
example, these mice develop normal, no significant weight loss, histologically normal crypts
were found, no abscesses was noticed.
Recent molecular advances as well as studies of cellular physiology in model epithelia have
instead revealed that both the permeability and selectivity of tight junctions can be
modulated dynamically by a variety of signals (Mitic et al., 2000). Much of the progress in
this field has rested on a significantly enhanced understanding of the proteins that make up
the junction itself, as well as those components of the junction on its cytoplasmic face that
link the junctional region both to the cellular cytoskeleton and to signal transduction
modules (González-Mariscal et al., 2003).

5. Protein kinase and pathogenesis of IBD
5.1 mitogen activated protein kinases (MAPK)
Interestingly, protein kinases are associated with all different level of aspects, demonstrated
promising potential as intervention targets against UC. Intracellular signaling cascades are the
main route of communication between the plasma membrane and regulatory targets in
various intracellular compartments. The evolutionarily conserved mitogen activated protein
kinases (MAPK) signaling pathway plays an important role in transducing signals from
diverse extra-cellular stimuli (including growth factors, cytokines and environmental stresses)
to the nucleus in order to affect a wide range of cellular processes, such as proliferation,
differentiation, development, stress responses and apoptosis. MAPK (Coskun et al., 2011)
signaling cascades, which comprise up to seven levels of protein kinases, are sequentially
activated by phosphorylation and also involved in intestinal inflammation. These families can
be divided into two groups: the classical MAPKs, consisting of ERK1/2, p38, JNK and ERK5,
and the atypical MAPKs, consisting of ERK3, ERK4, ERK7 and NLK (Coulombe & Meloche,
2007). The signalling pathways which the members of these families influence can be
independent of each other or overlapping. The classical pathway leading to activation of
ERK1/2 is through the upstream activation of the Raf MAPKKKs, which activate sequentially
the MAPKKs, MEK1/2, which can specifically bind and phosphorylate ERK1/2. At this stage,
and depending upon the signal being propagated, the ERK1/2 proteins commonly then
phosphorylate the downstream MAPK activated proteins (MAPKAP) 1/2. However, other
proinflammatory proteins such as cytosolic phospholipase A2 can be activated, as well as
several transcription factors including Ets-1, Elk and c-myc. These transcription factors aid the
inflammatory process by inducing other related cellular processes such as cell migration and
proliferation. Interestingly, a role for ERK1/2, using an ERK1/2 inhibitor, was found in cells of
the immune system and colonocytes in the development and progression of IBD, through its
mediation in the signalling pathways induced by various cytokines, for example IL-21, and IL1 (Caruso et al., 2007; Kwon et al., 2007). Indeed, several studies, cell line cultures and isolated
crypts from human biopsies, have shown that it is not only over-expressed in IBD tissue (both
colonocytes and cells in the underlying lamina propria), but that its phosphorylation state and
therefore activation state is increased significantly during the active stages of IBD (Waetzig et
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al., 2002; Dahan et al., 2008). Study also found that Erk activation is involved in claudin-4
protein expression and claudin-4 is involved in the maintenance of the intestinal epithelial cell
barrier function (Pinton et al., 2010) as a “tightening” junction protein. Activation of
p38/MAPK and Akt signal transduction pathways in the epithelial cells have also been
implicated as key mediators of these protective effects (Resta-Lenert & Barrett. 2006). For
example, Lactobacillus GG (LGG) prevents cytokine-induced apoptosis in both human and
mouse intestinal epithelial cells through activating antiapoptotic Akt in a phosphatidylinositol3κ-kinase (PI3K)-dependent manner and inhibiting proapoptotic p38/MAPK activation
(Yan & Polk. 2002). The p38 family is composed of four members: , , and . Expression
of the isoforms varies between tissues. Different ligands, via their respective receptors, are able
to activate one or several of p38 targets TAK1, ASK1, MLK3, MEKK1-4 and TAO1-3
(Thalhamer et al., 2008). Several studies using the p38 inhibitor, SB203580, have indicated
that p38 phosphorylation is increased significantly in IBD tissue (Waetzig et al., 2002; Dahan
et al., 2008). This finding is substantiated further by an in vitro study, indicating that inhibition
of p38 using the natural IL-1 receptor antagonist, in a colonocyte cell line, leads to reduced
IL-6 and -8 production, and an in vivo study using a murine model of IBD, where inhibition
of p38 reduced significantly cytokine mRNA and NFκB activation (Garat et al., 2003;
Hollenbach et al., 2004). However, Heat-killed L. brevis SBC8803 induced Hsps,
phosphorylated p38 MAPK, regulated the expression of tumor necrosis factor alpha (TNF- ),
interleukin (IL)-1 and IL-12, and improved the barrier function of intestinal epithelia under
oxidant stress (Ueno et al., 2011).

Fig. 5. Molecular compostion of tight junctions. This model adapted from the model
presented previously:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2413111/?tool=pubmed.
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There are three JNK isoforms, JNK1, 2 and 3, of which there are 10 splice forms in total.
Studies using a specific inhibitor against JNK1/2 in induced IBD in rodent models or with
isolated colonic tissue found that proinflammatory cytokine production was reduced in
conjunction with reduced inflammatory cell infiltration. Similarly, increased
phosphorylation of JNK1/2 was seen in inflamed tissue from IBD patients (Dahan et al.,
2008; Assi K et al., 2006; Mitsuyama et al., 2008). RDP58 (Loftberg et al., 2002) is a peptide
consisting of 9 D-amino acids blocking p38 and JNK, further attenuate UC.
5.2 Serine and threonine kinase
5.2.1 Ste20 related proline/alanine rich kinase (SPAK)
SPAK is defined as a ste20-like proline-/alanine rich kinase that contains an N-terminal
series of proline and alanine repeats (PAPA box) followed by a kinase domain, a nuclear
localization signal, a consensus caspase cleavage motif, and a C-terminal regulatory
region (Johnston et al., 2000). Colonic SPAK exists as a unique isoform that lacks the
PAPA box and F- helix loop in the N-terminus (Yan et al., 2007). The diversity of
domains present in SPAK protein might be associated with a variety of biological roles.
For example, SPAK has been shown to play roles in cell differentiation, cell
transformation and proliferation, and regulation of chloride transport (Piechotta et al.,
2002; Gagnon et al., 2006). More importantly, a linkage has been established between
SPAK and inflammation, SPAK, as an upstream kinase to Na+-K+-2Cl− co-transporter 1
(NKCC1), can phosphorylate Thr203, Thr207, and Thr212 amino acids on NKCC1, which
play an important role in inflammation (Topper et al., 1997). Furthermore, we have
demonstrated that SPAK can activate p38 pathway (Yan et al., 2007) that is well known
involving inflammation. SPAK caused an increase in intestinal permeability, and SPAK
transgenic (TG) mice were more susceptible to experimental colitis. Additionally,
increased cytokine production and bacterial translocation were associated with the
increased colitis susceptibility (Yan Y et al., 2011).
5.2.2 Myosin II light chain kinase (MLCK)
MLCK is a specific Serine and threonine kinase which can phosphorylate MLC. It has been
found that MLCK activity is required for TNF-induced acute diarrhea. Further, TNF
treatment resulted in increased myosin light chain kinase expression (Wang et al., 2005), as a
result of transcriptional activation (Graham et al. 2006) in vitro and in vivo. Constitutive
MLCK activation accelerates onset and increases severity of experimental UC. MLCK
inhibition, either pharmacologically or by genetic knockout, prevented both intestinal
epithelial MLC phosphorylation and barrier dysfunction. More remarkably, MLCK
inhibition also restored net water absorption, and therefore corrected the TNF-dependent
diarrhea (Clayburgh et al., 2006).

6. Conclusions
Different aspects of factors are implicated in the pathogenesis of a variety of human
intestinal inflammatory disorders including IBD, continuing progress in the understanding
of the involvement of these factors in intestinal barrier dysfunction, further in IBD
pathogeneses offers hope for a new generation of therapeutic strategies targeted at the
modulation of transcription factor activity.

www.intechopen.com

Pathogenesis of Inflammatory Bowel Diseases

127

7. References
Agrawal, S., Agrawal, A., & Doughty, B.(2003). Cutting edge: different Toll-like receptor
agonists instruct dendritic cells to induce distinct Th responses via differential
modulation of extracellular signal-regulated kinase-mitogenactivated protein kinase
and c-Fos. J Immunol. 171: 4984–9.
Akira, S., Uematsu, S., & Takeuchi O.(2006). Pathogen recognition and innate immunity. Cell.
124: 783–801.
Amasheh, S., Meiri, N., & Gitter A.(2002). Claudin-2 expression induces cation-selective
channels in tight junctions of epithelial cells. J Cell Sci. 115: 4969-76.
Assi, K., Pillai, R., & Gomez-Munoz A. (2006). The specific JNK inhibitor SP600125 targets
tumour necrosis factor-alpha production and epithelial cell apoptosis in acute murine
colitis. Immunology. 118: 112–21.
Ayabe, T., Satchell, D.P., & Wilson, C.L.(2000). Secretion of microbicidal alphadefensins by
intestinal Paneth cells in response to bacteria. Nat Immunol. 1:113–18.
Bamias, G., Martin, C., & Mishina, M. (2005). Proinflammatory effects of TH2 cytokines in a
murine model of chronic small intestinal inflammation. Gastroenterology. 128: 654–666
Barrett, J.C., Lee, J.C., & Lees, C.W. (2009). Genome-wide association study of ulcerative colitis
identifies three new susceptibility loci, including the HNF4A region. Nat Genet.
41:1330–4.
Becker, C., Wirtz, S., & Blessing, M. (2003). Constitutive p40 promoter activation and IL-23
production in the terminal ileum mediated by dendritic cells. J Clin Invest. 112: 693–706.
Begum, N.A., Ishii, K., & Kurita-Taniguchi, M.(2004). Mycobacterium bovis BCG cell
wallspecific differentially expressed genes identified by differential display and
cDNA subtraction in human macrophages. Infect Immun. 72, 937–948.
Bergstrom, K.S., Kissoon-Singh, V., & Gibson, L.(2010). Muc2 protects against lethal infectious
colitis by disassociating pathogenic and commensal bacteria from the colonic mucosa.
PLoS Pathog. 6: e1000902.
Billing, P., Tahir, S., & Calfin, B. (1995). Nuclear localization of the antigen detected by
ulcerative colitis-associated perinuclear antineutrophil cytoplasmic antibodies. Am J
Pathol. 147: 979-87.
Braun, A., Treede, I., & Gotthardt, D.(2009). Alterations of phospholipid concentration and
species composition of the intestinal mucus barrier in ulcerative colitis: a clue to
pathogenesis. Inflamm Bowel Dis. 15:1705–1720.
Burgel, N., Bojarski, C., & Mankertz, J.(2002). Mechanisms of diarrhea in collagenous colitis.
Gastroenterology. 123: 433-43.
Bush, T.G., Savidge, T.C., & Freeman, T.C. (1998). Fulminant jejuno-ileitis following ablation of
enteric glia in a adult transgenic mice. Cell. 93: 189–201.
Cadwell, K., Liu, J.Y. & Brown, S.L. (2008). A key role for autophagy and the autophagy gene
Atg16l1 in mouse and human intestinal Paneth cells. Nature. 456:259–63.
Cario, E. (2005). Bacterial interactions with cells of the intestinal mucosa: Toll-like receptors
and NOD2. Gut. 54:1182-93.
Cario, E., Podolsky, D.K. (2000). Differential alteration in intestinal epithelial cell expression of
toll-like receptor 3 (TLR 3) and TLR 4 in inflammatory bowel disease. Infect Immun.
68:7010–7.
Caruso, R., Fina, D., & Peluso, I.(2007). A functional role for interleukin-21 in promoting the
synthesis of the T-cell chemoattractant, MIP-3alpha, by gut epithelial cells.
Gastroenterology. 132:166–75.

www.intechopen.com

128

Inflammatory Bowel Disease – Advances in Pathogenesis and Management

Chamaillard, M., Philpott, D., & Girardin, S.E.(2003). Gene-environment interaction modulated
by allelic heterogeneity in inflammatory diseases. Proc Natl Acad Sci U S A. 100:3455–60.
Chan, I., Liu, L., & Hamada, T.(2007). The molecular basis of lipoid proteinosis: mutations in
extracellular matrix protein 1. Exp Dermatol. 16:881–90.
Chin, A.I., Dempsey, P.W., & Bruhn, K. (2002). Involvement of receptor-interacting protein 2 in
innate and adaptive immune responses. Nature.416:190–4.
Cho, J.H., & Brant, S.R. (2011). Recent insights into the genetics of inflammatory bowel disease.
Gastroenterology. 140: 1704–1712.
Clayburgh, D. R., Musch, M.W., & Leitges, M. (2006). Coordinated epithelial NHE3 inhibition
and barrier dysfunction are required for TNF-mediated diarrhea in vivo. J Clin Invest.
116: 2682–2694.
Colegio, O. R., Van Itallie, C., & Rahner, C.(2003). Claudin extracellular domains determine
paracellular charge selectivity and resistance but not tight junction fibril architecture.
Am J Physiol Cell Physiol. 284: C1346–C1354.
Coskun, M., Olsen, J., & Seidelin, J.B.(2011). MAP kinases in inflammatory bowel disease. Clin
Chim Acta. 412:513-20.
Coulombe, P., & Meloche, S. (2007). Atypical mitogen-activated protein kinases: structure,
regulation and functions. Biochim Biophys Acta. 1773:1376–87.
Coulombe, F., Divangahi, M., & Veyrier, F. (2009). Increased NOD2-mediated recognition of
N-glycolyl muramyl dipeptide. J Exp Med. 206:1709–16.
Dahan, S., Roda, G., & Pinn, D.(2008). Epithelial : lamina propria lymphocyte interactions
promote epithelial cell differentiation. Gastroenterology.134:192–203.
Dubuquoy, L., Jansson, E.A., & Deeb, S.(2003). Impaired expression of peroxisome proliferatoractivated receptor gamma in ulcerative colitis. Gastroenterology, 124:1265–76.
Duchmann, R., Neurath, M.F., & Meyer, zum. (1997). Responses to self and non-self intestinal
microflora in health and inflammatory bowel disease. Res Immunol. 148:589–594.
Duerr, R.H., Taylor, K.D., Brant, S.R.(2006). A genome-wide association study identifies IL23R
as an inflammatory bowel disease gene. Science. 314: 1461-3.
Elias, B.C., Suzuki, T., & Seth, A. (2009). Phosphorylation of Tyr-398 and Tyr-402 in occludin
prevents its interaction with ZO-1 and destabilizes its assembly at the tight junctions.
J Biol Chem. 284:1559-69.
Erdman, S.E., Rao, V.P., & Poutahidis, T. (2003). CD4(þ)CD25(þ) regulatory lymphocytes require
interleukin 10 to interrupt colon carcinogenesis in mice. Cancer Res. 63:6042–6050.
Escaffit, F., Boudreau, F., & Beaulieu, J.F.(2005). Differential expression of claudin-2 along the
human intestine: Implication of GATA-4 in the maintenance of claudin-2 in
differentiating cells. J Cell Physiol. 203: 15–26.
Festen, E.A., Stokkers, P.C., & Van Diemen, C.C. (2010). Genetic analysis in a Dutch study
sample identifies more ulcerative colitis susceptibility loci and shows their additive
role in disease risk. Am J Gastroenterol.105: 395–402.
Fihn, B.M., Sjoqvist, A., & Jodal, M. (2000). Permeability of the rat small intestinal epithelium
along the villus– crypt axis: effects of glucose transport. Gastroenterology, 119, 1029–36
Franchimont, D., Vermeire, S., & El Housni, H.(2004) Deficient host–bacteria interactions in
inflammatory bowel disease? The toll-like receptor (TLR)-4 Asp299gly polymorphism
is associated with Crohn’s disease and ulcerative colitis. Gut. 53: 987–92.
Frank, D.N., St. Amand, A.L., & Feldman, R.A.(2007). Molecular-phylogenetic characterization
of microbial community imbalances in human inflammatory bowel diseases. Proc
Natl Acad Sci U S A. 104: 13780–5.

www.intechopen.com

Pathogenesis of Inflammatory Bowel Diseases

129

Franke, A., Balschun, T., & Karlsen, T.H.(2008). Sequence variants in IL10, ARPC2 and multiple
other loci contribute to ulcerative colitis susceptibility. Nat Genet.40:1319–1323.
Fujino, S., Andoh, A., & Bamba, S. (2003). Increased expression of interleukin 17 in
inflammatory bowel disease. Gut. 52: 65–70.
Fukata, M., Chen, A., & Klepper, A. (2006). Cox-2 is regulated by Toll-like receptor-4 (TLR4)
signaling: role in proliferation and apoptosis in the intestine. Gastroenterology.
131:862–77.
Furuse, M., Hirase, T., & Itoh, M. (1993). Occludin: a novel integral membrane protein
localizing at tight junctions. J Cell Biol. 123:1777-88.
Furuse, M., Sasaki, H., & Fujimoto, K.(1998). A single gene product, claudin-1 or -2,
reconstitutes tight junction strands and recruits occludin in fibroblasts. J Cell Biol.
143:391-401.
Furuse, M., & Tsukita, S.(2006). Claudins in occluding junctions of humans and flies. Trends
Cell Biol. 16:181–8.
Fuss, I.J., Neurath, M., & Boirivant, M.(1996) Disparate CD4+ lamina propria (LP) lymphokine
secretion profiles in inflammatory bowel disease. Crohn’s disease LP cells manifest
increased secretion of IFN- , whereas ulcerative colitis LP cells manifest increased
secretion of IL-5. J Immunol. 157: 1261–70.
Fuss, I.J., Heller, F., & Boirivant, M.(2004). Nonclassical CD1d-restricted NK T cells that
produce IL-13 characterize an atypical Th2 response in ulcerative colitis. J Clin Invest.
113:1490–7.
Fuss, I.J.(2008). Is the Th1/Th2 paradigm of immune regulation applicable to IBD? Inflamm
Bowel Dis. Suppl 2:S110-2.
Gagnon, K.B., England, R., & Delpire, E.(2006). Characterization of SPAK and OSR1,
regulatory kinases of the Na-K-2Cl cotransporter. Mol Cell Biol. 26:689–698.
Garat, C., & Arend, W.P.(2003). Intracellular IL-1Ra type 1 inhibits IL-1-induced IL-6 and IL-8
production in Caco-2 intestinal epithelial cells through inhibition of p38 mitogenactivated protein kinase and NF-kappaB pathways. Cytokine. 23: 31–40.
Girardin, S.E., Boneca, I.G., & Viala, J.(2003). Nod2 is a general sensor of peptidoglycan
through muramyl dipeptide (MDP) detection. J Biol Chem. 278: 8869–72.
González-Mariscal, L., Betanzos, A., & Nava, P.(2003). Tight junction proteins. Prog Biophys
Mol Biol. 81: 1-44.
Graham, W.V., Wang, F., & Clayburgh, D.R. (2006). Tumor necrosis factor-induced long
myosin light chain kinase transcription is regulated by differentiation-dependent
signaling events. Characterization of the human long myosin light chain kinase
promoter. J Biol Chem. 281: 26205–15.
Hampe, J., Shaw, S.H., & Saiz, R. (1999). Linkage of inflammatory bowel disease to human
chromosome 6p. Am J Hum Genet. 65:1647–55.
Hausmann, M., Kiessling, S., & Mestermann, S.(2002). Toll-like receptors 2 and 4 are upregulated during intestinal inflammation. Gastroenterology. 122: 1987–2000.
Heazlewood, C. K., Cook, M.C., & Eri, R.(2008). Aberrant mucin assembly in mice causes
endoplasmic reticulum stress and spontaneous inflammation resembling ulcerative
colitis. PLoS Med. 5: e54.
Heller, F., Florian, P., & Bojarski, C., (2005). Interleukin-13 is the key effector Th2 cytokine in
ulcerative colitis that affects epithelial tight junctions, apoptosis, and cell restitution.
Gastroenterology. 129:550-64.

www.intechopen.com

130

Inflammatory Bowel Disease – Advances in Pathogenesis and Management

Hermiston, M.L., Gordon, J.I. (1995). Inflammatory bowel disease and adenomas in mice
expressing a dominant negative N-cadherin. Science. 270:1203–1207.
Hermiston, M.L., Gordon, J.I. (1995). In vivo analysis of cadherin function in the mouse
intestinal epithelium: essential roles in adhesion, maintenance of differentiation, and
regulation of programmed cell death. J Cell Biol. 129:489–506.
Hisamatsu, T., Suzuki. M., & Reinecker. H.C.(2003). CARD15/NOD2 functions as an
antibacterial factor in human intestinal epithelial cells. Gastroenterology. 124:993–1000.
Hollander, D., Vadheim, C.M., & Brettholz, E. (1986). Increased intestinal permeability in
patients with Crohn’s disease and their relatives. A possible etiologic factor. Ann
Intern Med.105:883–885.
Hong, Y.H., Varanasi, U.S., & Yang, W. (2003). AMP-activated protein kinase regulates
HNF4alpha transcriptional activity by inhibiting dimer formation and decreasing
protein stability. J Biol Chem. 278: 27495-501.
Hugot, J.P., Laurent-Puig, P., & Gower-Rousseau, C. (1996). Mapping of a susceptibility locus
for Crohn's disease on chromosome 16. Nature. 379:821–23.
Hugot, J.P., Chamaillard, M., & Zouali, H. (2001). Association of NOD2 leucine-rich repeat
variants with susceptibility to Crohn’s disease. Nature. 411:599–603.
Ikenouchi, J., Furuse, M., & Furuse, K.(2005). Tricellulin constitutes a novel barrier at tricellular
contacts of epithelial cells. J Cell Biol. 171:939-45.
Inohara, N., Ogura, Y., & Fontalba, A. (2003). Host recognition of bacterial muramyl dipeptide
mediated through NOD2. Implications for Crohn’s disease. J Biol Chem. 278:5509–12.
Inohara, N., Nunez, G. (2003). NODs: intracellular proteins involved in inflammation and
apoptosis. Nat Rev Immunol.3:371–82.
Johansson, M. E., Phillipson, M., & Petersson, J.(2008). The inner of the two Muc2 mucindependent mucus layers in colon is devoid of bacteria. Proc Natl Acad Sci USA 105:
15064–9.
Johnston, A.M., Naselli, G., & Gonez, L.J. (2000). SPAK, a STE20/SPS1-related kinase that
activates the p38 pathway. Oncogene. 19:4290–4297.
Kaser, A., Lee, A.H., & Franke, A.(2008). XBP1 links ER stress to intestinal inflammation and
confers genetic risk for human inflammatory bowel disease. Cell. 134:743–756.
Kelly, D., Campbell, J.I., & King, T.P. (2004). Commensal anaerobic gut bacteria attenuate
inflammation by regulating nuclear-cytoplasmic shuttling of PPARgamma and RelA.
Nat Immunol. 5:104–12.
Kenny, P.A., Enver, T., & Ashworth, A. (2005). Receptor and secreted targets of Wnt-1/betacatenin signaling in mouse mammary epithelial cells. BMC Cancer.5:3.
Kolls, J.K. & Linden, A. (2004). Interleukin-17 family members and inflammation. Immunity 21:
467–476
Krimi, R.B., Kotelevets, L., & Dubuquoy, L.(2008). Resistin-like molecule beta regulates
intestinal mucous secretion and curtails TNBS-induced colitis in mice. Inflamm Bowel
Dis. 14:931-41.
Kuhn, R., Lohler, J., & Rennick, D., (1993). Interleukin-10-deficient mice develop chronic
enterocolitis. Cell. 75:263–274.
Kwon, K.H., Ohigashi, H., & Murakami, A.(2007). Dextran sulfate sodium enhances
interleukin-1 beta release via activation of p38 MAPK and ERK1/2 pathways in
murine peritoneal macrophages. Life Sci. 81:362–71.
Lala, S., Ogura, Y., & Osborne, C.(2003). Crohn’s disease and the NOD2 gene: a role for paneth
cells. Gastroenterology. 125:47–57.

www.intechopen.com

Pathogenesis of Inflammatory Bowel Diseases

131

Lee, J., Mo, J.H., & Katakura, K.(2006). Maintenance of colonic homeostasis by distinctive
apical TLR9 signaling in intestinal epithelial cells. Nat Cell Biol. 8: 1327–36.
Levine, B. & Deretic, V. (2007). Unveiling the roles of autophagy in innate and adaptive
immunity. Nat Rev Immunol. 7:767–77.
Loftberg, R., Neurath, M., & Ost, A.(2002). Topical NFkB antisense oligonucleotides in patients
with active distal colonic IBD. A randomised controlled pilot trial. Gastroenterology.
122: A60.
Louis, E., Libioulle, C., & Reenaers, C.(2009). Genetics of ulcerative colitis: the come-back of
interleukin 10. Gut.58:1173–6.
Maeda, S., Hsu, L.C. &Liu, H. (2005). Nod2 mutation in Crohn’s disease potentiates NFkappaB activity and IL-1beta processing. Science. 307:734–8.
Mashimo, H., Wu, D.C., & Podolsky, D.K. (1996). Impaired defense of intestinal mucosa in
mice lacking intestinal trefoil factor. Science. 274: 262–5
Matsuda, A., Suzuki, Y., & Honda, G.(2003). Large-scale identification and characterization of
human genes that activate NF-kappaB and MAPK signaling pathways. Oncogene.
22:3307–18.
Mazmanian, S.K., Liu, C.H., & Tzianabos, A.O. (2005). An immunomodulatory molecule of
symbiotic bacteria directs maturation of the host immune system. Cell. 122:107–118.
McGovern, D., Powrie, F. (2007). The IL23 axis plays a key role in the pathogenesis of IBD. Gut.
56: 1333–1336.
Medzhitov, R., & Janeway, C.A. Jr.(2002). Decoding the patterns of self and nonself by the
innate immune system. Science. 296:298–300.
Mitic, L.L., & Anderson, J.M. (1998). Molecular architecture of tight junctions. Annu Rev
Physiol. 60:121-42.
Mitsuyama, K., Suzuki, A., & Tomiyasu, N.(2006). Pro-inflammatory signaling by Jun-Nterminal kinase in inflammatory bowel disease. Int J Mol Med. 17:449–55.
Mosser, D.M., Zhang, X. (2008). Interleukin-10: new perspectives on an old cytokine. Immunol
Rev. 226:205–218.
Neurath, M.F., Pettersson, S., & Meyer zum Büschenfelde, K.H.(1996) Local administration of
antisense phosphorothioate oligonucleotides to the p65 subunit of NF-κB abrogates
established experimental colitis in mice. Nat Med. 2: 998–1004.
Nenci, A., Becker, C., & Wullaert, A.(2007). Epithelial NEMO links innate immunity to chronic
intestinal inflammation. Nature. 446: 557–561.
Neish, A.S., Gewirtz, A.T., & Zeng, H.(2000). Prokaryotic regulation of epithelial responses by
inhibition of IkappaB-alpha ubiquitination. Science. 289:1560–3.
Ogura, Y., Bonen, D.K., & Inohara, N. (2001). A frameshift mutation in NOD2 associated with
susceptibility to Crohn’s disease. Nature. 411:603–6.
Ogura, Y., Lala, S., & Xin, W. (2003). Expression of NOD2 in Paneth cells: a possible link to
Crohn’s ileitis. Gut. 52:1591–7.
O’Neill, L.A., Fitzgerald, K.A., & Bowie, A.G.(2003). The Toll-IL-1 receptor adaptor family
grows to five members. Trends Immunol. 24:286–90.
Oshima T, Miwa H, Joh T (2008). Changes in the expression of claudins in active ulcerative
colitis. J Gastroenterol Hepatol.23(suppl 2): S146–150.
Otte, J-M., Cario, E., & Podolsky, D.K.(2004). Mechanisms of cross hyporesponsiveness to Tolllike receptor bacterial ligands in intestinal epithelial cells. Gastroenterology. 126:1054–70.
Ouellette, A.J., Hsieh, M.M., & Nosek, M.T.(1994). Mouse Paneth cell defensins: primary
structures and antibacterial activities of numerous cryptdin isoforms. Infect Immun.
62:5040–7.

www.intechopen.com

132

Inflammatory Bowel Disease – Advances in Pathogenesis and Management

Packey, C.D., & Sartor, R.B. (2008). Interplay of commensal and pathogenic bacteria, genetic
mutations, and immunoregulatory defects in the pathogenesis of inflammatory
bowel diseases. J Intern Med. 263:597-606.
Piechotta, K., Lu. J., & Delpire, E. (2002). Cation chloride cotransporters interact with the stressrelated kinases Ste20-related proline-alanine-rich kinase (SPAK) and oxidative stress
response 1 (OSR1). J Biol Chem. 277:50812–50819.
Pierik, M., Joossens, S., & Van Steen, K. (2006). Toll-like receptor- 1, -2, and -6 polymorphisms
influence disease extension in inflammatory bowel diseases. Inflamm Bowel Dis. 12: 1–8.
Pinton, P., Braicu, C., & Nougayrede, J.P.(2010). Deoxynivalenol impairs porcine intestinal
barrier function and decreases the protein expression of claudin-4 through a mitogenactivated protein kinase-dependent mechanism. J Nutr. 140:1956-62
Podolsky, D.K.(2002). Inflammatory bowel disease. N Engl J Med.347:417–29.
Resta-Lenert, S., & Barrett, K.E. (2006). Probiotics and commensals reverse TNFalpha-and IFNgamma-induced dysfunction in human intestinal epithelial cells. Gastroenterology.
130:731–746.
Saitou, M., Furuse, M., & Sasaki, H.(2000). Complex phenotype of mice lacking occludin, a
component of tight junction strands. Mol Biol Cell. 11:4131-4142.
Sartor, R.B.(2008). Microbial influences in inflammatory bowel diseases. Gastroenterology. 134:
577–94.
Saxon, A., Shanahan, F., & Landers, C. (1990). A distinct subset of antineutrophil cytoplasmic
antibodies is associated with inflammatory bowel disease. J Allergy Clin Immunol. 86:
202–210.
Schmidt, C., Giese, T., & Ludwig, B.(2005). Expression of interleukin-12-related cytokine
transcripts in inflammatory bowel disease: elevated interleukin-23p19 and
interleukin-27p28 in Crohn’s disease but not in ulcerative colitis. Inflamm Bowel Dis.
11: 16–23.
Schulzke, J.D., Gitter, A.H., & Mankertz, J. (2005). Epithelial transport and barrier function in
occludin-deficient mice. Biochim Biophys Acta. 1669:34-42.
Schulzke, J.D., Bojarski, C., & Zeissig, S.(2006). Disrupted barrier function through epithelial
cell apoptosis. Ann NY Acad Sci. 1072:288-299.
Schmitz, H., Barmeyer, C., & Fromm, M.(1999). Altered tight junction structure contributes to the
impaired epithelial barrier function in ulcerative colitis. Gastroenterology. 116: 301–9.
Schurmann, G., Bruwer, M., & Klotz, A. (1999). Transepithelial transport processes at the
intestinal mucosa in inflammatory bowel disease. Int J Colorectal Dis. 14: 41–6.
Seibold, F., Brandwein, S., & Simpson, S. (1998). pANCA represents a cross-reactivity to enteric
bacterial antigens. J Clin Immunol. 18: 153–60.
Sellon, R.K., Tonkonogy, S., & Schultz, M. (1998). Resident enteric bacteria are necessary for
development of spontaneous colitis and immune system activation in interleukin-10deficient mice. Infect Immun. 66:5224–5231.
Shen, L., Su, L., & Turner, J.R.(2009). Mechanisms and functional implications of intestinal
barrier defects. Dig Dis. 27:443-9.
Simon, D.B., Lu, Y., & Choate, K.A.(1999). Paracellin-1, a renal tight junction protein required
for paracellular Mg2+ resorption. Science. 285: 103–106.
Sokol, H., Pigneur, B., & Watterlot, L. (2008). Faecalibacterium prausnitzii is an antiinflammatory commensal bacterium identified by gut microbiota analysis of Crohn
disease patients. Proc Natl Acad Sci USA.105:16731–16736.

www.intechopen.com

Pathogenesis of Inflammatory Bowel Diseases

133

Spencer, D.M., Veldman, G.M., & Banerjee, S. (2002). Distinct inflammatory mechanisms
mediate early versus late colitis in mice. Gastroenterology. 122: 94–105.
Strober, W., Fuss, I., & Mannon, P.(2007). The fundamental basis of inflammatory bowel
disease. J Clin Invest.117: 514–21.
Suzuki, T., Elias, B.C., & Seth, A. (2009). PKC eta regulates occluding phosphorylation and
epithelial tight junction integrity. Proc Natl Acad Sci USA. 106:61-66.
Szakal, D.N., Gyorffy, H., & Arato, A. (2010). Mucosal expression of claudins 2, 3, and 4 in
proximal and distal part of duodenum in children with coeliac disease. Virchows Arch.
456: 245–250.
Tai, E.K., Wong, H.P., & Lam, E.K.(2008). Cathelicidin stimulates colonic mucus synthesis by
up-regulating MUC1 and MUC2 expression through a mitogen-activated protein
kinase pathway. J Cell Biochem. 104:251-8.
Targan, S.R., Landers, C.J., & Cobb, L. (1995). Perinuclear anti-neutrophil cytoplasmic
antibodies are spontaneously produced by mucosal B cells of ulcerative colitis
patients. J Immunol. 155:3262–3267.
Thalhamer, T., McGrath, M.A., & Harnett, M.M.(2008). MAPKs and their relevance to arthritis
and inflammation. Rheumatology (Oxf). 47:409–14.
Thompson, A.I., & Lees, C.W.(2011). Genetics of ulcerative colitis. Inflamm Bowel Dis. 17:831–
48.
Topper, J.N., Wasserman, S.M., & Anderson, K.R. (1997). Expression of the bumetanidesensitive Na-K-Cl cotransporter BSC2 is differentially regulated by fluid mechanical
and inflammatory cytokine stimuli in vascular endothelium. J Clin Invest. 99:2941–49.
Torok, H.P., Glas, J., & Tonenchi, L. (2004). Crohn’s disease is associated with a toll-like
receptor-9 polymorphism. Gastroenterology. 127: 365–6.
Toyoda, H., Wang, S.J., & Yang, H.Y.(1993). Distinct associations of HLA class II genes with
inflammatory bowel disease. Gastroenterology.104:741–748.
Turner, J.R.(2006). Molecular basis of epithelial barrier regulation: from basic mechanisms to
clinical application. Am J Pathol. 169:1901-9.
Ueno, N., Fujiya, M., & Segawa, S. (2011). Heat-killed body of lactobacillus brevis SBC8803
ameliorates intestinal injury in a murine model of colitis by enhancing the intestinal
barrier function. Inflamm Bowel Dis. 17:2235-50.
Uhlig, H.H., Coombes, J., & Mottet, C.(2006). Characterization of Foxp3þCD4þCD25þ and IL10-secreting CD4þCD25þ T cells during cure of colitis. J Immunol.177:5852–5860.
Van der Sluis, M., De Koning, B.A., & De Bruijn, A.C. (2006). Muc 2-deficient mice
spontaneously develop colitis, indicating that Muc 2 is critical for colonic protection.
Gastroenterology. 131: 117–29.
Van Itallie, C.M., Fanning, A.S., & Anderson, J.M.(2003). Reversal of charge selectivity in cation
or anion-selective epithelial lines by expression of different claudins. Am J Physiol
Renal Physiol. 285:F1078-1084.
Van Itallie, C.M., & Anderson, J.M.(2004). The molecular physiology of tight junction pores.
Physiology(Bethesda).19:331-8.
Van Itallie, C.M., & Anderson, J.M.(2006). Claudins and epithelial paracellular transport. Annu
Rev Physiol. 68:403-429.
Van Itallie C.M., Holmes, J., & Bridges, A., (2008). The density of small tight junction pores
varies among cell types and is increased by expression of claudin-2. J Cell Sci. 121:298305.

www.intechopen.com

134

Inflammatory Bowel Disease – Advances in Pathogenesis and Management

Vanderlugt, C.J., Miller, S.D. (1996).Epitope spreading. Curr Opin Immunol. 8:831–836.
Vermeire, S., Rutgeerts, P. (2004). Antibody responses in Crohn’s disease. Gastroenterology. 126:
601–4.
Viollet, B., Kahn, A., & Raymondjean, M.(1997). Protein kinase A-dependent phosphorylation
modulates DNA-binding activity of hepatocyte nuclear factor 4. Mol Cell Biol. 17:
4208-4219.
Wang, F., Graham, W.V., & Wang, Y.(2005). Interferon- and tumor necrosis factor- synergize
to induce intestinal epithelial barrier dysfunction by up-regulating myosin light chain
kinase expression. Am J Pathol. 166: 409–419.
Wang, N., Yu, H., & Ma, J.(2010). Evidence for tight junction protein disruption in intestinal
mucosa of malignant obstructive jaundice patients. Scand J Gastroenterol. 45: 191–9.
Watson, C.J., Hoare, C.J., & Garrod, D.R. (2005). Interferon- selectively increases epithelial
permeability to large molecules by activating different populations of paracellular
pores. J Cell Sci. 118: 5221–30.
Waetzig, G.H., Seegert, D., & Rosenstiel, P., (2002). p38 Mitogen-activated protein kinase is
activated and linked to TNF-alpha signaling in inflammatory bowel disease. J
Immunol. 168:5342–51.
Xavier, R.J., Podolsky, D.K. (2007). Unraveling the pathogenesis of inflammatory bowel
disease. Nature. 448: 427–34.
Yan, F., & Polk, D.B. (2002). Probiotic bacterium prevents cytokine-induced apoptosis in
intestinal epithelial cells. J Biol Chem. 277:50959–65.
Yan, Y., Nguyen, H., & Dalmasso, G.(2007). Cloning and characterization of a new intestinal
inflammation-associated colonic epithelial Ste20-related protein kinase isoform.
Biochim Biophys Acta. 1769:106–116.
Yan, Y., Laroui, H., & Ingersoll, S.A. (2011). Overexpression of Ste20-Related Proline/AlanineRich Kinase Exacerbates Experimental Colitis in Mice. J Immunol. 187:1496-505.
Yen, D., Cheung, J., & Scheerens, H. (2006). IL-23 is essential for T-cell mediated colitis and
promotes inflammation via IL-17 and IL-6. J Clin Invest. 116: 1310–1316
Yu, A.S., McCarthy, K.M., & Francis, S.A.(2005). McCormack JM, Lai J, Rogers RA, Lynch RD,
Schneeberger EE: Knockdown of occludin expression leads to diverse phenotypic
alterations in epithelial cells. Am J Physiol Cell Physiol. 288:C1231-1241.
Zeissig, S., Bojarski, C., & Buergel, N. (2004). Downregulation of epithelial apoptosis and
barrier repair in active Crohn’s disease by tumour necrosis factor alpha antibody
treatment. Gut. 53:1295-1302.
Zeissig, S., Burgel, N., & Gunzel, D.(2007). Changes in expression and distribution of claudin 2,
5 and 8 lead to discontinuous tight junctions and barrier dysfunction in active
Crohn’s disease. Gut. 56: 61–72.

www.intechopen.com

Inflammatory Bowel Disease - Advances in Pathogenesis and
Management
Edited by Dr. Sami Karoui

ISBN 978-953-307-891-5
Hard cover, 332 pages
Publisher InTech
Published online 27, January, 2012
Published in print edition January, 2012
This book is dedicated to inflammatory bowel disease, and the authors discuss the advances in the
pathogenesis of inflammatory bowel disease, as well as several new parameters involved in the etiopathogeny
of Crohn's disease and ulcerative colitis, such as intestinal barrier dysfunction and the roles of TH 17 cells and
IL 17 in the immune response in inflammatory bowel disease. The book also focuses on several relevant
clinical points, such as pregnancy during inflammatory bowel disease and the health-related quality of life as
an end point of the different treatments of the diseases. Finally, advances in management of patients with
inflammatory bowel disease are discussed, especially in a complete review of the recent literature.

How to reference
In order to correctly reference this scholarly work, feel free to copy and paste the following:
Yutao Yan (2012). Pathogenesis of Inflammatory Bowel Diseases, Inflammatory Bowel Disease - Advances in
Pathogenesis and Management, Dr. Sami Karoui (Ed.), ISBN: 978-953-307-891-5, InTech, Available from:
http://www.intechopen.com/books/inflammatory-bowel-disease-advances-in-pathogenesis-andmanagement/advance-in-the-pathogenesis-of-inflammatory-bowel-diseases

InTech Europe

InTech China

University Campus STeP Ri
Slavka Krautzeka 83/A
51000 Rijeka, Croatia
Phone: +385 (51) 770 447
Fax: +385 (51) 686 166
www.intechopen.com

Unit 405, Office Block, Hotel Equatorial Shanghai
No.65, Yan An Road (West), Shanghai, 200040, China
Phone: +86-21-62489820
Fax: +86-21-62489821

© 2012 The Author(s). Licensee IntechOpen. This is an open access article
distributed under the terms of the Creative Commons Attribution 3.0
License, which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.

