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Chapter

Mucosal Immunology in the
Inflammatory Bowel Diseases
Giovanna Rosa Degasperi

Abstract
Inflammatory bowel disease (IBD) includes two major phenotypes, Crohn’s disease and ulcerative colitis, which have different clinical characteristics and immune
response profiles. Dysregulation of the intestinal immune response with elevated
secretion of proinflammatory cytokines is a hallmark of IBD. In this chapter, we
will characterize the cells of the innate and adaptive immunity involved in the
pathogenesis of IBD. Innate lymphoid cells as well as dendritic cells, neutrophils,
macrophages, B cells and T cells, including Th1 and Th2, Th9 and Th17 cells will be
specifically characterized in this scenario. The cross talks and cytokine-mediated
regulation of these cells with emphasis on cytokines IL-17, IL-22 and IL-23 will also
be emphasized.
Keywords: inflammatory bowel disease, innate immune response, adaptive immune
response, T regulatory cells, toll-like receptors

1. Introduction
Inflammatory bowel disease has become a worldwide health burden with
increasing incidence and prevalence, contributing to the increased risk of colorectal
cancer development [1]. IBD encompasses both Crohn’s disease (CD) and ulcerative
colitis (UC). Its etiopathology is still unknown, although it is believed that it may be
a combination of genetic and environmental factors, as well as microbiota, diet and
immune response.
Evidence suggests that abnormalities in both the innate and adaptive immune
responses against intestinal microbiota, harmful antigens or extrinsic pathogens
which may have crossed the intestinal barrier play an important role in the inflammatory process associated with the disease in genetically susceptible individuals.
Several components of the mucosal immune system are implicated in the pathogenesis of IBD, including innate lymphoid cells, innate immune response (macrophages, neutrophils, and dendritic cells), and adaptive immune response (T and B
cells) cells, as well as different cytokine and chemokine types which are secreted by
these cells [2].
TCD4+ lymphocytes from the intestinal mucosa, through the production of
pro-inflammatory cytokines, play a central role both in the induction and in the
persistence of chronic inflammation which are characteristic of CD and UC. These
cells are key components of the adaptive immune response able to secrete specific
cytokines in response to the recognition of peptides in MHC Class II in antigenpresenting cells (ACP), several cytokines and the expression of transition factors,
in a process known as differentiation of TCD4+ or Th0 cells, which results in the
1
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generation of T helper lymphocytes (Th) Th1, Th2, Th17, and Th9. These cells have
the peculiarity of secreting specific cytokines. These subsets of differentiated T
helper lymphocytes perform a number of functions. However, immune responses
executed in a dysregulated manner by some of these subsets result in chronic
inflammation and tissue damage [3].
In the intestinal mucosa, APCs such as dendritic cells can induce differentiation
of naïve TCD4+ lymphocytes in one of the specific subsets of T helper which will
be responsible for altering intestinal homeostasis, contributing to the setting in
of chronic inflammation in the intestine which is a hallmark of IBD. While CD is
mediated by Th1 cells, UC has been identified as a disease associated to Th2 cells.
Studies indicate that, in CD, the Th1-related cytokines, such as the tumoral necrosis
factor α (TNF-α), interferon-γ (IFN-γ), interleukin-12 (IL-12), as well as those
associated to Th17 such as IL-17A, IL-21, and IL-23, are increased in the intestinal
mucosa [4]. In UC, it has been demonstrated that there is an increase in the production of IL-5 and IL-13 which are Th2 identity cytokine [5].
In addition to Th17 cells, IL-9-secreting Th9 cells can also promote exacerbate
inflammatory diseases such as IBD [6, 7]. Th9 cells are also known to be involved
in immunity against helminth parasites [8]. Moreover, results from colitis animal
models and studies in humans indicate a role for innate lymphoid cells (ILC) in the
pathogenesis of chronic intestinal inflammation in IBD. The ILC are a population of
lymphocytes present in regions of the mucosa, in which they perform the function
of protecting against pathogens, including extracellular bacteria, helminths, and
viruses. The ILCs are cells with a high degree of plasticity depending on the exposition to cytokines from the microenvironment in which they are present.

2. General features of the colon mucosal: barriers of protection and
intestinal immune system
The intestinal epithelium has important functions, such as absorption, secretion
and digestion. In the epithelium, in addition to enterocytes, some other epithelial
cells, such as goblet cells, perform a protective function through the secretion of
mucus. This protective action may be verified in experiments with animal models
which show that MUC2-null mice developed spontaneous colitis [9]. In addition to goblet cells, Paneth cells also display protective action, since they produce
defensins, which are antimicrobial peptides that modulate the composition of the
intestinal microbiota [10].
The epithelium forms a mucous barrier with tight junctions between the enterocytes preventing the entrance of a myriad of substances. Defects in the epithelial
integrity may contribute to the development of IBD, allowing the passage of
microorganisms through the epithelial layer. In chronic inflammatory disorders,
such as IBD, the microbial components of the microbiota are translocated through
the damaged barrier of the mucosa and, through the interaction with cells of the
immune system in the lamina propria, trigger an inflammatory response [11].
The intestinal epithelium is located between the lumen and the lamina propria.
In the lamina propria there are cells of the immune system, and, in the lumen, the
microbiota consists of commensal microorganisms, including bacteria, viruses
and fungi. The most abundant cells in the epithelial compartment are absorptive
cells, which not only provide a physical barrier against luminal antigens, but also
mediate the crosstalk between the intestinal microbiome and the immune system
of the host, particularly through the innate immune receptors, specifically, the
pattern recognition receptors (PRR), known as Toll-like receptors (TLR), which
are expressed throughout the intestinal tract. The healthy human small intestine
2
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expresses TLR-2 and TLR-4 [12]. Cells of the innate immune compartment which
reside in the lamina propria are sentinels which detect invading pathogens through
their TLR. These cells are part of the mononuclear phagocytic system, including
macrophages and dendritic cells which encompass and process microbial antigens
in the naïve TCD4+ lymphocytes from Peyer’s patches, through major histocompatibility complex type II (MHC II). The TCD4+ lymphocytes produce cytokines
which activate B cells into transforming into plasmocytes which selectively produce
immunoglobulin A (IgA).
The IgA is an abundant isotype in blood serum, in which it is normally present in concentrations of 1 to 3 mg/ml. In circulation, IgA is generally found as a
monomer IgA [13, 14]. Dimeric IgA is the predominant antibody in secretions
of the gastrointestinal tract. In this format, IgA is generated by the union of two
molecules of monomeric IgA. Its production is mediated by the plasmocytes located
in the lamina propria of the mucosa, and, despite being a protein, IgA present in the
secretions of the lumen is quite resistant to proteolysis by the gastric and intestinal
enzymes [15].
The process of transport and secretion of this immunoglobulin of the plasmocytes located in the lamina propria from the mucosa to the intestinal lumen occurs
through the connection to receptors for immunoglobulins which are expressed in
the mucosal epithelial cells’ basal layer. Once the connection is made, the complex
formed is endocytosed by the epithelial cell and transported to the apical portion
of the cell membrane, where it is then liberated in the lumen with the extracellular
fragment of the receptor, thus forming secretory IgA (sIgA) [16].
In the lumen, these IgA have the capacity to connect to antigens from the
mucosa surface, preventing their penetration and adherence to the epithelial layer
of the mucosa. The formation of the antigen-sIgA complex favors the retention of
pathogenic microorganisms to the mucus and stimulates its secretion, facilitating
the enzymatic degradation and antigen elimination without having to activate the
inflammatory response [17].
In patients with IBD, the damage of the barrier function of the intestinal
epithelial layer results in an influx of IgA-opsonized bacteria. Interestingly, it has
been demonstrated that the presence of these immune IgA complexes in the lamina
propria contributes to inflammation induced by FcαRI [13]. Recent findings have
demonstrated that co-stimulation of FcαRI strongly affects pro-inflammatory
cytokine production by some immune system cells such as phagocytes. FcαRI is also
expressed in immune cells such as eosinophils and dendritic cells [18].
Thus, there is ample evidence of defense against intestinal pathogens. The
epithelial layer, mucus, antimicrobial peptides, immune system cells in the lamina
propria, and IgA together help to establish a beneficial environment to tolerate the
diverse community of bacteria of the microbiota and food antigens, as well as to
elaborate a response against pathogenic microorganisms.

3. TLRS: key immune sensors of microbiota in the gut
Throughout the gastrointestinal mucosa there are receptors which specialize in
identifying pathogenic microorganisms. The process of recognition of pathogens
is highly specific and occurs through the connection between pathogen-associated
molecular patters (PAMP) and PRR. Known PRR are classified as: TLR, NOD-like
receptors (NLR), RIG-1-like receptors (RLR), of which the TLR are the most correlated to IBD.
In mammals, TLR comprise a family of 13 types of receptors, of which TLR 1–9
are more easily found in cells from the small and large intestines. In humans, only
3
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TLR 2, 3, 4, 5, and 9 have been consistently identified, highlighting that TLR-3 and
TLR-5 are present in larger numbers in the enterocytes. The TLR are found in the
plasma membrane or in the endosomal intracellular compartments. The activation of these receptors is made by PAMP which have relative specificity to distinct
TLR. The TLR-2, for example, identifies peptidoglycans and lipoproteins; TLR-3
identifies viral RNA; TLR-4 recognizes lipopolysaccharide (LPS); TLR-5 recognizes
flagellin, and TLR-9 connects to bacterial DNA. Despite the small number of receptors, this distribution reflects the elevated capacity for identifying molecular patters
in a number of pathogens [19].
Once activated, TLR become dimerized and trigger the subsequent activation
of downstream signaling cascades, e.g., the activation of NF-κB which leads to
the induction of a variety of inflammatory cytokines. Except for TLR3, other TLR
signaling pathways depend on MyD88 to activate NF-κB and produce pro-inflammatory cytokines. The TLR signaling pathway is quite similar to the interleukin
(IL)-1R family, since TLR contains the domain Toll/Interleukin-1 (TIR). The TIR
domain contains the TIRAP adaptor protein. When TLR-1, 2 or 6 are activated, the
domain containing TIRAP lying downstream of these TLR and recruits the adaptor
protein from the primary myeloid response 88 (MyD88) which leads to the activation of the kinase associated with the IL-1 receptor (IRAK). The activation of IRAK,
in turn, induces the activation of serine and threonine kinases which are responsible
for the degrading of IκBα, known as an inhibitor of the nuclear transcription factor
κB or NF-κB. The degrading of IκBα allows for the migration of the NF-κB from
cytoplasm to the nucleus. In the nucleus, this nuclear factor induces the production
of pro-inflammatory cytokines and chemokines which will trigger the innate and,
subsequently, the adaptive immune responses [20].
Furthermore, there is an alternate signaling pathway to MyD88 which involves
TLR-3 and TLR-4. This alternate pathway is mediated by the activation of the TIRdomain-containing adapter-inducing Interferon-β (TRIF). Thus, signaling TLR
is divided in two pathways: one dependent on MyD88 and the other independent
of MyD88, but dependent on TRIF. Downstream of the TLR signaling pathways,
activated NF-κB and interferon regulatory factor (IRF) to the production of proinflammatory cytokines [20].
Additionally, TLRs provides a connection between innate and adaptive immunity. Dendritic cells that is innate immune response cell, can sense microbes by
these receptors in their surface. In this way, this cell controls microbial driven
T lymphocyte polarization to Th1, Th2, Th9 or Th17 in lymphoid tissues. After
interaction with microbial components, immature dendritic cell migrate to the
draining lymphoid tissues to present microbial antigens to T lymphocytes [21]. It
was hypothesized that an abnormal pattern of bacterial recognition by these cells
through TLRs alter its activation and cytokine production which may underlie
chronic inflammatory processes, such as IBD [22].
A number of studies have shown a correlation between TLR and IBD, be it
enabling or inhibiting the disease. Interestingly, it has been demonstrated that
TLR-2 must form heterodimers with TLR1 or TLR6 in order to trigger intracellular
signaling pathways. The inhibition of TLR2/6 signaling has played a beneficial
role by slowing down IBD progression. It was also reported that TLR6 was overexpressed in the intestines of IBD patients and might promote experimental colitis
in mice [23]. In this case, it was proved that TLR-6 was important and activated
the polarization of Th1 and Th17 of TCD4+ lymphocytes. Also, considering that
TLR4 gene expression was upregulated in the intestinal epithelia of patients with
active UC, TLR4 might be a participant in UC disease development. Moreover, it
was demonstrated that TLR8 is upregulated in patients with active UC and that the
expression of the genes TLR2, 4, 8 and 9 is positively regulated in these patients.
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Contrary to the evidence presented above, which show TLR supporting IBD, studies
show that the activation of TLR-9 prevented the development of inflammation of
the mucosa, and fomented healing of wounds in models of colitis [24]. Still others
presented data that TLR3, TLR7, or TLR9 agonists could induce type I IFN, which
can prevent experimental colitis [25].

4. The link between innate and adaptive immune response in intestine:
the role of macrophages and dendritic cells
Macrophages and intestinal dendritic cells which reside in the lamina propria are
APCs that act as sentinels to the maintenance of intestinal homeostasis. They are
capable of establishing an interaction between the innate and adaptive immunity by
means of the presentation of antigens to the naïve TCD4+, via MHC II [26].
The recognition of microorganisms for phagocytosis occurs by means of
PRR. Macrophages also express PRR which recognize PAMP present on the surface
of invading intestinal microorganisms. It is through this interaction that immune
cells distinguish between commensal microorganisms and pathogens, thus designing an appropriate immune response program. Captured antigens from pathogenic
microorganisms are presented to naïve TCD4+ lymphocytes via MHC class II. In
1998, it was described that intestinal macrophages in mice carrying colitis present
low levels of MHC class II expression, which hinder adaptive immune response in
the inflammatory condition established by this disease [27].
With relation to dendritic cells, they also have the function of transporting antigens to mesenteric lymph nodes and Peyer’s patches, and, subsequently, inducing
the generation of responses by intestinal TCD4+ lymphocytes specific to the antigen. They act as sentinels, acquiring antigens in peripheral tissues before migrating
to secondary lymphoid organs. Dendritic cells can recognize antigens through the
emission of their extensions in the luminal region. Alternatively, this recognition
may occur through M cells which are also considered as presenting antigens. The M
cells can recognize antigens in the intestinal lumen, internalize them and present
them to the dendritic cells located in the lamina propria of the mucosa [28, 29].
Dendritic cells and macrophages are characterized according to their expression
of specific membrane markers [30]. The intestinal dendritic cells may be divided in
CD103+CD11b+ and CD103+CD11b− in mice, or CD103+Sirpα+ and CD103+Sirpα− in
humans [31]. Dendritic cells, both in mice and humans, stimulate the differentiation of Th1 and Th17 lymphocytes subtypes [32]. Regarding intestinal macrophages,
they are identified by their expression of the F4/80, CD64, CD11b and CX3CR1
markers [33, 34]. In these macrophages, despite their ample phagocytic activity, the
expression of co-stimulatory molecules CD40, CD80 and CD86 are decreased, as
well as innate immune response receptors such as LPS or CR3 [35, 36].
Macrophages residing in the lamina may still be differentiated in two distinct
phenotypes characterized as M1 and M2. Specific combinations of cytokines induce
the polarization to one of these phenotypes. IFN-γ induces the appearance of the
M1 phenotype, which has as its identity the secretion of TNF-α, IL-12, IL-6 and
IL-23 pro-inflammatory cytokines. These cytokines are present in the context of
inflammatory intestinal diseases. The M2 macrophages arise in microenvironments
rich in IL-4 and produce large quantities of IL-10 [37]. It is known that mice deficient in IL-10 develop spontaneous colitis [38]. Moreover, mutations in genes which
codify proteins in the IL10R subunit have been found in patients with early-onset
enterocolitis [39]. Generally, while M1 macrophages cause tissue damage and hinder
cell proliferation, M2 macrophages support proliferation and tissue repair [40]. It
was shown that M1 macrophages which invade intestinal tissues contribute directly
5
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to break the epithelial barrier by means of disruption of tight junction proteins and
induction of apoptosis of epithelial cells, thus supporting intestinal inflammation
which is characteristic of IBD [41].
While mononuclear phagocytes perform an important role in the induction of
inflammation in several tissues by means of the production of pro-inflammatory
cytokines, chemokines and oxygen-free radicals, residing macrophages as well as
intestinal dendritic cells exhibit a tolerogenic phenotype mediating tolerance to
commensal microorganisms [42, 43].
Thus, macrophages phagocyte intestinal pathogens efficiently, although they do
not cause an exacerbated inflammatory response. This is a characteristic which distinguishes intestinal macrophages from those found in other compartments. When
macrophages present disorders in the recognizing microorganisms in the intestine,
an inflammatory reaction may be established. This condition has been observed in
IBD. In such situations, these macrophages produce high, significant quantities of
IL-1β, IL-6, TNF-α and IL-23 [44]. Among them, IL-23 can stimulate the production
of IL-22 under several infectious conditions [45]. IL-22 is essential for preventing
the integrity of the intestinal barrier and inducing the production of antimicrobial
peptides and chemokines which recruit cells such as, e. g., neutrophils [46].

5. Old and new lymphocyte players in inflammatory bowel disease
5.1 Revisiting TH1 and TH2 lymphocytes
Naïve TCD4+ lymphocytes have a high degree of plasticity and the capacity for
differentiating into subsets of effector or regulatory T cells during the process of
activation. For approximately two decades, it was believed that these lymphocytes
could only divide into the subtypes Th1 or Th2 [47].
The effector T lymphocytes subtypes Th1/Th2 were the first to be described in
scholarly literature, leading to the comprehension of how TCD4+ could shape the
appropriate response to different pathogens. Subsequently, the identification of
effector T lymphocytes Th17, T regulatory (Treg) and Th9 changed the Th1/Th2
historical paradigm.
These subtypes express distinct factors of transcription and secret different
cytokines. In response to antigenic stimuli, TCD4+ lymphocytes express transcription factors which determine specific signaling pathways. These are responsible
for the production of cytokines to each of these T cell patterns. The differentiation
to a particular type of effector T lymphocytes is intimately related to interleukins
which are available in the microenvironment in which a naïve TCD4+ lymphocytes
is exposed. Th1 cells have as signature the production of IFN-γ, TNF-α and IL-12,
which are responsible for cellular immunity and host defense against a number
of pathogens, especially intracellular organisms. Interleukin-12 acting via the
transcription factor STAT4, in concert with another transcription factor, T-bet,
are critical for Th1 differentiation. On the contrary, the development of Th2 cells
is initiated by the signaling of IL-4 with a participation of the STAT6 and GATA3
transcription factors. Classically, the Th2 lineage is specialized in the elimination of
parasitic infections (such as helminths). IL-4, along with IL-5 and IL-13 produced
by this lineage, are potent activators of B cells which, in this condition, produce IgE
immunoglobulin and recruit eosinophils [48].
CD is a disease mediated by Th1, while it is believed that UC is mediated by
Th2 response. A significant increase of Th1 cytokines has been demonstrated
in inflamed mucosa of CD, whereas the in inflamed areas of UC as increased
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cytokines were present in a Th2 profile [49]. Another study showed that the T cells
in the mucosa of DC patients secret high amounts of IFN-γ and IL-2 than from
T-lymphocytes from UC patients [50, 51]. Furthermore, it has been demonstrated
that UC patients produce increased amounts of IL-5 [52]. Data from biopsies of
both DC and UC patients showed high ex vivo levels of IFN-γ and lower levels
of IL-13 have been found in UC as compared to DC patients [53]. In addition,
it has been demonstrated that IL-5, IL-13, IL-15 and IL-33 mRNA levels in DC
patients were significantly increased when compared to both DC and control [5].
Interestingly, it was shown that pediatric CD is characterized by Th1 in the terminal
ileum and Th1/Th17 immune response in the colon [54]. However, currently it is
considered that Th1 and Th2 immune responses do not represent the complexity
of immune responses measured by intestinal T cells. In such a context, as will be
discussed in the next section, more recent studies have demonstrated the involvement of the Th17 pathway in the physiopathological processes of IBD [55].
5.2 TH17: friend and foe
Studies suggest that Th17 cells perform an important role in the host’s defense
against extracellular pathogens which are not effectively countered by Th1 or Th2
cells. They are also known by their action in the physiopathology of autoimmune
diseases and recently have been identified in the scenario of IBD.
Th17 cells require specific cytokines and transcription factors for their differentiation. They are dependent on IL-6 and TGF-β for their differentiation and are
defined by expression of the transcription factor RORγt orphan nuclear receptor
[56]. Interestingly, in the absence of IL-6, the cytokine TGF-β promotes the differentiation of FoxP3 innate regulatory T cells (iTreg). The expression of IL-23R
is low in naïve T lymphocytes, although, in the presence of IL-6 and TGF-β, there
is an increase in the expression of the IL-23 receptor. IL-23 is not necessary for the
appearance of the Th17 phenotype, although it is important for its maintenance and
expansion [57]. The signaling of TGF-β hinders IL-23R and antagonizes RORyt,
contributing also to the appearance of iTreg [58].
Signal transduction downstream of IL-6 and TGF-β, including JAK/STAT3
activation, induces expression of RORγt, which is the master transcription factor
defining Th17 cells as a distinct lineage and promotes transcription of IL-17. The
cytokines produced belong to the IL-17 family and are known as IL-17A (commonly known as IL-17), IL-17B, IL-17C, IL-17D, IL-17E (or IL-25) and IL-17F [57].
Cytokines are characterized as pro-inflammatory if they induce the recruitment
of neutrophils. However, Th17 cells are also capable of secreting IL-21 and IL-22,
which perform the important role of host defense on the mucosa surface as well
as acting against extracellular pathogens, such as fungi and bacteria. In addition
to Th17 cells, others have been characterized as secreting IL-17 and IL-22, such as
innate lymphoid cells (ILCs), natural killer cells, NKT cells, mast cells, as well as
phagocytes that are recruited to the site of infection [59].
Some evidence show that interleukins IL-17 and IL-22 may perform a protective
function by inducing the production of antimicrobial peptides, as well as acting
in the recruitment of neutrophils to act in the defense against fungi and bacteria
[60–62]. It is known that in intestinal epithelial cells IL-17 stimulates the expression
of tight junction claudin proteins [63]. In an experimental animal model of dextran
sulfate sodium (DSS)-induced colitis, it was demonstrated that IL-17 regulates the
localization of the tight junction protein occludin and also reduces gut permeability
following epithelial injury [64]. In the IBD scenario, Th17 cells appear as protagonists in the inflammatory process [65]. It was demonstrated that IL17R knockout
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mice were protected against the induction of colitis by trinitrobenzenesulfonic acid
(TNBS). In another study, a high expression of IL-17A was reported in blood serum
and in the colon of IBD patients [66]. Other groups indicated a positive correlation between the severity of the disease and the levels of IL-17 in ulcerative colitis
patients, or even that lymphocytes which produce IL-17 and IL-23 were increased in
colitis and DC patients [67].
Thus, this protector role contradicts the pro-inflammatory role of Th17 cells
in IBD and the distinguishing factor between beneficent and pathogenic Th17 is
still unclear. Additional studies are required to clarify if Th17 lymphocytes at any
moment lose this protecting role in the course of IBD or if the inflammatory role in
these diseases is due to a Th17 pro-inflammatory cell response which is boosted by
recently activated naïve TCD4+ lymphocytes.
5.3 T regulatory cells in maintaining homeostasis at the intestinal
lamina propria
Two types of Tregs cells are well characterized in the literature such as natural
Tregs (nTregs) cells which are generated in the thymus through IL-2 signaling and
as induced or adaptive Tregs (iTregs) arising in peripheral tissues [68, 69]. The key
cytokine for the induction of Treg cells, especially the iTregs, is the TGF-β and the
FOXP3 transcription factor is considered as an identity and the main regulator for
the differentiation and function of these cells [69]. Treg cells produce IL-10 and
themselves also produce large amounts of TGF-β.
These cells play a role in maintaining peripheral tolerance to their own antigens
[70]. In the intestinal lamina propria they are important for the maintenance of tissue homeostasis through the negative regulation of T effector cells (Teff cells). This
regulation occurs through the production of the immunosuppressive cytokine IL-10
and the expression of CTLA-4, which is able to deplete CD80/CD86 [71]. The CD80
and CD86 expressed by APCs provide essential co-stimulatory signals to T lymphocytes through ligation of CD28 in addition to T cell receptor (TCR) signaling [72].
CTLA-4 also appears to play a particularly important immunoregulatory role in the
human intestine. It has been shown that treatment with anti-CTLA-4 Ipilimumab
for cancer, increases the immune response against the disease by decreasing Treg cell
function. However, data shows that this treatment can result in potentially lethal
colitis in a number of patients [73, 74].
Abnormalities in the functions as well as the presence of these cells in the
intestine contribute to the establishment of IBD [75, 76]. The inhibitory molecule
CTLA-4 is highly expressed on the surface of Treg cells and plays a critical role in the
inhibitory function both in vitro and in vivo of Treg cells by limiting availability of
CD80 and CD86 (Slavik et al., 1996). CD80 and CD86 expressed by APCs supply
essential co-stimulatory signals to T cells via ligation of CD28 in addition to TCR
signaling [77].
Inflammation in IBD may occur as a function of an imbalance between Th17
cells and Treg cells. It is known that both Th17 and iTregs are from TCD4+ lymphocytes in the presence of TGF-β. However, when IL-6 cytokine levels are elevated in
the gut, TGF-β and TCR signaling result in upregulation of RORγt and therefore in
the appearance of Th17 cells with pro-inflammatory profile. As discussed above, the
role of lymphocytes in IBD is unclear. Several studies have shown them to be either
pathogenic or protective [78].
A decrease in Treg and increase in Th17 cells was observed in the peripheral blood
of IBD patients [79]. Additionally, the ability of Treg cells to suppress autologous
T-cell proliferation was reduced in IBD patients [80].
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5.4 TH9: new lymphocyte players in IBD
In addition to the previously discussed T lymphocyte subtypes Th1, Th2 and
Th17, studies have confirmed the existence of a new one denominated Th9, which
are characterized by the expression of high amounts of IL-9. Initially, it was
believed that IL-9 was produced by the Th2 subtype; however, it has been discovered that Th9 lymphocytes do not express the GATA-3 transcription factor in comparable levels to the Th2 lymphocyte, and not even other transcription factor, such
as T-bet, RORγt and FOXP-3, characteristic of Th1, Th17 and Treg, respectively.
Naïve T cells differentiate into Th9 if they are exposed simultaneously to IL-4
and TGF-β. The transcription factor STAT6 protein, activated by IL-4, stimulates an
increase of IL-9 in Th9 cells [81]. Interestingly, it was shown that IL-4 and STAT6
are responsible for downregulating Treg cells by the inhibition of FOXP3 expression,
which results IL-9 production [82].
Still, a complicated network of transcription factors, such as Interferon 4 (IRF4)
regulating factor and Smads are essential to adequate induction of this phenotype.
Additionally, PU.1 transcription factor is critically involved in the signaling mediated by TGF-β. TGF-β is also important to the signaling pathways which culminate
in the activation of Smad2, Smad3 and Smad4 transcription factors, which are
necessary to appearance of the Th9 phenotype [83].
Several experimental pieces of evidence suggest that Th9 cells are involved in
the pathogenesis of IBD. It has been demonstrated that mice which received in vitro
cultivated T cells with TGF-β and IL-4 developed severe colitis [84]. Nalleweg et al.
investigated the expression of IL-9 and IL-9R in peripheral blood, biopsies and
surgical samples from patients with ulcerative colitis. Among other results, they
showed that mRNA expression was significantly increased in inflamed samples
from these patients. Additionally, it was shown that IL-9R was overexpressed on
gut epithelial cells and IL-9 induced STAT5 activation in these cells. Considering
the results, it was suggested that targeting IL-9 might become a therapeutic option
for patients with ulcerative colitis also suggest that Th9 cells represent a likely target
for the treatment of chronic intestinal inflammation [85]. The authors found that in
patients with ulcerative colitis are more T cells expressing the transcription factor
PU.1 and interleukin 9 (IL-9). In this study, the mice whose T cells were deficient in
PU.1 were protected from colitis, which was even suppressed when these animals
were treated with antibody to IL-9.
Additionally, a study which analyzed IL-9 in venous blood samples de CD and
UC patients, it became evident that there was a significant correlation between
disease severity and IL-9 in the CD patients, but not in the UC [86].
Th9 cells also regulate the intestinal mucosa’s barrier function. The exacerbated
intestinal IL-9 production breaks the intestinal epithelial barrier and compromises
tolerance to certain commensal microorganisms, which enables the occurrence
of inflammation. In an animal experimental model of TNBS-induced colitis, the
expression of tight junction molecules was investigated in the inflamed colon. It was
observed that some of these molecules were up regulated in the colon of TNBStreated IL-9 KO mice [87].

6. Innate lymphoid cells (ILCS): innate counterparts of T-helper
lymphocytes
A decade after their discovery, ILCs are currently recognized as performing a regulator function of intestinal homeostasis, and alterations in these cells’
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responses are related to IBD [88]. They represent a family of immune system cells
which derive from a progenitor known as Id2 and process the morphologic characteristics of lymphocytes, although they do not have rearrangements at the antigen
receptors. The cells of these groups are able to produce cytokines which correspond
to the profile of those produced by the TCD4+ subtypes [89]. ILC are categorized in
three groups, detailed bellow.
Group 1 ILC are comprised of ILC1 and natural killer cells. The Tbet transcription factor and the IL-12, IL-15 and IL-18 cytokines are responsible for the generation of these cells which have as a characteristic the production of Th1 cytokines,
particularly IFN-γ [90]. The cells in the Group 02 are characterized as ILC-2 and are
dependent on GATA and RORyt transcription factor, as well as the stimulus of IL-25
and IL-33 cytokines. These cells produce Th2 cytokines, such as IL-5 and IL-13 [91].
In Group 3, ILC3 and lymphoid tissue inducer (LTi) cells are RORyt dependent,
and, similarly to Th17, have the ability of secreting IL-17 and IL-22 through the
same stimulus with IL-1β and IL-23 [92]. ILC3 are the most abundant in the gastrointestinal tract [93, 94].
The ILC3, in the intestine, in addition to interacting directly with the microbiota, act together with other cells to ensure and maintain local homeostasis. Studies
have revealed that ILC of this group express MHC II and can process and present
antigens. However, when in contact with TCD4+ lymphocytes by MHC II, instead
of inducing the proliferation of these cells, the ILC act by limiting the response
theses lymphocytes to commensal bacteria. It has been demonstrated that, in the

Figure 1.
During intestinal inflammation, such as IBD, barrier permeability is impaired, allowing the passage of
luminal antigens into the lamina propria. These antigens can be recognize by TLR or captured by M cells. The
exposure of immune cells to the luminal content induces TCD4+ activation, differentiation and inflammatory
cytokine release as well as neutrophil recruitment. IgA-opsonized bacteria contributes to the inflammation
induced by FcαRI. Several environmental factors (diet, genetics, lifestyle) can modulate the microbiota
composition and the activation of immune cells in the gut. UC, Ulcerative Colitis; DC, Crohn’s Disease; ILCs,
Innate Lymphoid Cells, Th, T helper cells; Targ, T Regulatory Cells, IgA, Immunoglobulin A; sIgA, Secretory
IgA, TLR, Toll Like Receptor; FcαRI, FcαReceptor I.
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absence of MHC II, the ILC of murines induce deregulated responses in TCD4+ cells
for commensal bacteria, causing, thus, spontaneous intestinal inflammation [95].
In addition, it has been proved that pediatric Crohn’s disease patients have reduced
levels of MHC II+ ILC3 [96].
The ILC3 have also been described as key effector cells in immunity against
pathogens [97]. This protector effect occurs mainly through the secretion of IL-22
and IL-17, which induce epithelial cells and produce antimicrobial peptides against
pathogens. The lack of ILC3 in the intestine leads to a decrease of IL-22 and hinders
the production of antimicrobial peptides [88].
However, ILC3 seems to act as a double-edged sword. It was demonstrated that
inappropriate activation of ILC3 causes intestinal damage through the excessive
production of IL-22. This may induce epithelial cells and generate chemokines
which attract neutrophils, which leads to the accumulation of these cells and to the
tissue destruction [98]. Additionally, it was shown that colonic ILC3 from UC and
CD patients showed higher expression of IL-22 when compared to healthy individuals [99].
Although ILC3 are smaller in number in the gastrointestinal tract, studies on
ILC1 accumulate in inflamed mucosal tissues. It was shown that the frequency of
the ILC1 subset was higher in inflamed intestine of CD patients, which indicates a
role for these IFN-γ-producing ILC1 in the pathogenesis of gut mucosal inflammation [100, 101]. Forkel et al., also identified an increase in the ILC1 subset frequency
in DC patients when diagnosed with the disease.
In conclusion, recently, a new population of ILC has been discovered and
identified as ILCreg. During the intestinal inflammatory process, these cells may
be induced to suppress the activation of ILC1 and ILC3, through IL-10, resulting in
protection against the inflammatory process Figure 1 [102].

Abbreviations
APC
CTLA-4
DC
TIR
TIRAP

antigen presenting cells
cytotoxic T lymphocyte antigen 4
Crohn’s disease
toll-interleukin 1 receptor
toll-interleukin 1 receptor (TIR) domain-containing adapter
protein
IBD
inflammatory bowel disease
UC
ulcerative colitis
DSS
dextran sulfate sodium
FcαRI
FC alpha receptor I
FOXP3
forkhead box P3
IRAK
IL-1 receptor-associated kinase
IΚBα
transcription factor inhibitor κB
IFN
interferon
ILCS
innate lymphoid cells
IRF-4
interferon regulatory factor 4
LTI
lymphoid tissue inducer
IRF
interferon regulatory factor
MHC CLASS II major histocompatibility complex type II
MYD88
myeloid differentiation protein
NOD
NOD-like receptors
NF-KB
transcription nuclear factor
NK CELL
natural killer cell
11

Biological Therapy for Inflammatory Bowel Disease

PAMP
PRR
RLR
RORγT
Teff
Th
TCR
TLR
Treg
TNB
TGF-β
TIR domain

pathogen-associated molecular pattern
pattern recognition receptors
RIG-1-like receptors
transcription factor orphan nuclear receptor
T effector cells
T helper cells
T cell receptor
toll-like receptors
regulatory T cells
2,4,6 trinitrobenzenesulfonic acid
transforming growth factor beta
containing adapter-inducing beta interferon

Author details
Giovanna Rosa Degasperi
Pontifical Catholic University of Campinas, São Paulo, Brazil
*Address all correspondence to: giovannadegasperi@puc-campinas.edu.br

© 2019 The Author(s). Licensee IntechOpen. This chapter is distributed under the terms
of the Creative Commons Attribution License (http://creativecommons.org/licenses/
by/3.0), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work is properly cited.
12

Mucosal Immunology in the Inflammatory Bowel Diseases
DOI: http://dx.doi.org/10.5772/intechopen.90037

References
[1] Molodecky NA, Soon IS, Rabi DM,

[9] Van der Sluis M, De Koning BA, De

Ghali WA, Ferris M, Chernoff G, et al.
Increasing incidence and prevalence
of the inflammatory bowel diseases
with time, based on systematic review.
Gastroenterology. 2012;142:46-54. DOI:
10.1053/j.gastro.2011.10.001

Bruijn AC, Velcich A, Meijerink JP, Van
Goudoever JB, et al. Muc2-deficient
mice spontaneously develop colitis,
indicating that MUC2 is critical for
colonic protection. Gastroenterology.
2006;131:117-129

[2] Wallace KL, Zheng LB, Kanazawa Y,

[10] Sankaran-Walters S, Hart R,

Shih DQ. Immunopathology of
inflammatory bowel disease. World
Journal of Gastroenterology. 2014;20:
6-21. DOI: 10.3748/wjg.v20.i1.6

Dills C. Guardians of the gut: Enteric
defensins. Frontiers in Microbiology.
2017;8:647. DOI: 10.3389/
fmicb.2017.00647

[3] Imam T, Park S, Kaplan MH,

[11] Vancamelbeke M, Vermeire S. The

Olson MR. Effector T helper cell
subsets in inflammatory bowel diseases.
Frontiers in Immunology. 2018;9:1212.
DOI: 10.3389/fimmu.2018.01212
[4] Monteleone I, Pallone F,

Monteleone G. Interleukin-23 and Th17
cells in the control of gut inflammation.
Mediators of Inflammation.
2009;2009:297645. DOI:
10.1155/2009/297645
[5] Nemeth ZH, Bogdanovski DA,

Barratt-Stopper P, Paglinco SR,
Antonioli L, Rolandelli RH. Crohn’s
disease and ulcerative colitis show
unique cytokine profiles. Cureus.
2017;9:e1177. DOI: 10.7759/cureus.1177
[6] Vyas SP, Goswami R. A decade

of Th9 cells: Role of Th9 cells in
inflammatory bowel disease. Frontiers
in Immunology. 2018;9:1139. DOI:
10.3389/fimmu.2018.01139
[7] Weigmann B, Neurath MF. Th9

cells in inflammatory bowel diseases.
Seminars in Immunopathology.
2017;39:89-95. DOI: 10.1007/
s00281-016-0603-z
[8] Licona-Limón P, Arias-Rojas A,

Olguín-Martínez E. IL-9 and Th9 in
parasite immunity. Seminars in
Immunopathology. 2017;39:29-38. DOI:
10.1007/s00281-016-0606-9.
13

intestinal barrier: A fundamental
role in health and disease. Expert
Review of Gastroenterology &
Hepatology. 2017;11:821-834. DOI:
10.1080/17474124.2017.1343143
[12] Moossavi S, Rezaei N. Toll-like

receptor signalling and their therapeutic
targeting in colorectal cancer.
International Immunopharmacology.
2013;16:199-209. DOI: 10.1016/j.
intimp.2013.03.017
[13] Hansen IS, Baeten DLP, den

Dunnen J. The inflammatory function
of human IgA. Cellular and Molecular
Life Sciences. 2019;76(6):1041-1055.
DOI: 10.1007/s00018-018-2976-8
[14] Breedveld A, van Egmond M. IgA

and FcαRI: Pathological roles and
therapeutic opportunities. Frontiers in
Immunology. 2019;10:553. DOI: 10.3389/
fimmu.2019.00553
[15] Brandtzaeg P, Bjerke K, Kett K,

Kvale D, Rognum TO, Scott H,
et al. Production and secretion of
immunoglobulins in the gastrointestinal
tract. Annals of Allergy. 1987;59:21-39
[16] Bunker JJ, Erickson SA, Flynn TM,

Henry C, Koval JC, Meisel M, et al.
Natural polyreactive IgA antibodies
coat the intestinal microbiota. Science.
2017;358(6361):eaan6619. DOI: 10.1126/
science.aan6619

Biological Therapy for Inflammatory Bowel Disease

[17] Corthésy B. Role of secretory

IgA in infection and maintenance of
homeostasis. Autoimmunity Reviews.
2013;12:661-665. DOI: 10.1016/j.
autrev.2012.10.012
[18] Monteiro RC, Van De Winkel JG. IgA

Fc receptors. Annual Review of
Immunology. 2003;21:177-204
[19] Kordjazy N, Haj-Mirzaian A,

Haj-Mirzaian A, Rohani MM,
Gelfand EW, Rezaei N, et al. Role of
toll-like receptors in inflammatory
bowel disease. Pharmacological
Research. 2018;129:204-215. DOI:
10.1016/j.phrs.2017.11.017
[20] Takeda K, Akira S. Toll-like

receptors. Current Protocols in
Immunology. 2015;109:1-10. DOI:
10.1002/0471142735.im1412s109 25
[21] Banchereau J, Steinman RM.

Dendritic cells and the control of
immunity. Nature. 1998;392:245-252
[22] Hart AL, Al-Hassi HO, Rigby RJ,

Bell SJ, Emmanuel AV, Knight SC, et al.
Characteristics of intestinal dendritic
cells in inflammatory bowel diseases.
Gastroenterology. 2005;129:50-65. DOI:
10.1053/j.gastro.2005.05.013
[23] Morgan ME, Koelink PJ,

Zheng B, den Brok MH, van de Kant HJ,
Verspaget HW, et al. Toll-like receptor 6
stimulation promotes T-helper 1 and 17
responses in gastrointestinal-associated
lymphoid tissue and mod-ulates
murine experimental colitis. Mucosal
Immunology. 2014;7:1266-1277. DOI:
10.1038/mi.2014.16
[24] Atreya R, Bloom S, Scaldaferri F,

Gerardi V, Admyre C, Karlsson A, et al.
Clinical effects of a topically applied
toll-like receptor 9 agonist in active
moderate-to-severe ulcerative
colitis. Journal of Crohn’s & Colitis.
2016;10:1294-1302
[25] Sainathan SK, Bishnupuri KS,

Aden K, Luo Q , Houchen CW,
14

Anant S, et al. Toll-like receptor-7
ligand imiquimod induces type I
interferon and antimi-crobial peptides
to ameliorate dextran sodium sulfateinduced acute colitis. Inflammatory
Bowel Diseases. 2012;18:955-967. DOI:
10.1002/ibd.21867
[26] Mann ER, Li X. Intestinal antigen-

presenting cells in mucosal immune
homeostasis: Crosstalk between
dendritic cells, macrophages and B-cells.
World Journal of Gastroenterology.
2014;20:9653-9664. DOI: 10.3748/wjg.
v20.i29.9653
[27] Rogler G, Hausmann M, Vogl D,

Aschenbrenner E, Andus T,
Falk W, et al. Isolation and phenotypic
characterization of colonic
macrophages. Clinical and Experimental
Immunology. 1998;112:205-215
[28] Kucharzik T, Lügering N,

Rautenberg K, Lügering A, Schmidt MA,
Stoll R, et al. Role of M cells in
intestinal barrier function. Annals of
the New York Academy of Sciences.
2000;915:171-183
[29] Bernardo D. Human intestinal

dendritic cells as controllers of
mucosal immunity. Revista Española
de Enfermedades Digestivas.
2013;105:279-290
[30] Cerovic V, Bain CC, Mowat AM,

Milling SW. Intestinal macrophages and
dendritic cells: What’s the difference?
Trends in Immunology. 2014;35(6):270277. DOI: 10.1016/j.it.2014.04.003
[31] Schiavi E, Smolinska S,

O’Mahony L. Intestinal dendritic cells.
Current Opinion in Gastroenterology.
2015;31:98-103. DOI: 10.1097/
MOG.0000000000000155
[32] Persson EK, Uronen-Hansson H,

Semmrich M, Rivollier A, Hägerbrand K,
Marsal J, et al. IRF4 transcriptionfactor-dependent CD103(+)CD11b(+)
dendritic cells drive mucosal T helper

Mucosal Immunology in the Inflammatory Bowel Diseases
DOI: http://dx.doi.org/10.5772/intechopen.90037

17 cell differentiation. Immunity.
2013;38:958-969
[33] Tamoutounour S, Henri S,

Lelouard H, de Bovis B, de Haar C, van
der Woude CJ, et al. CD64 distinguishes
macrophages from dendritic cells in the
gut and reveals the Th1-inducing role
of mesenteric lymph node macrophages
during colitis. European Journal of
Immunology. 2012;42:3150-3166. DOI:
10.1002/eji.201242847

Inflammatory bowel disease and
mutations affecting the interleukin-10
receptor. The New England Journal of
Medicine. 2009;361:2033-2045. DOI:
10.1056/NEJMoa0907206
[40] Bain CC, Mowat AM. The

monocyte-macrophage axis in the
intestine. Cellular Immunology.
2014;291:41-48
[41] Lissner D, Schumann M, Batra A,

Nicoletti C. The multifaceted
personality of intestinal CX3CR1+
macrophages. Trends in Immunology.
2017;38(12):879-887. DOI: 10.1016/j.
it.2017.07.009

Kredel LI, Kühl AA, Erben U, et al.
Monocyte and M1 macrophageinduced barrier defect contributes to
chronic intestinal inflammation in
IBD. Inflammatory Bowel Diseases.
2015;21:1297-1305. DOI: 10.1097/
MIB.0000000000000384

[35] Rugtveit J, Bakka A,

[42] Smith PD, Smythies LE,

Brandtzaeg P. Differential distribution
of B7.1 (CD80) and B7.2 (CD86)
costimulatory molecules on mucosal
macrophage subsets in human
inflammatory bowel disease (IBD).
Clinical and Experimental Immunology.
1997;110(1):104-113

Shen R, Greenwell-Wild T, Gliozzi M,
Wahl SM. Intestinal macrophages and
response to microbial encroachment.
Mucosal Immunology. 2011;4:31-42.
DOI: 10.1038/mi.2010.66

[34] Regoli M, Bertelli E, Gulisano M,

[36] Smythies LE, Sellers M,

Clements RH, Mosteller-Barnum M,
Meng G, Benjamin WH, et al. Human
intestinal macrophages display
profound inflammatory anergy despite
avid phagocytic and bacteriocidal
activity. The Journal of Clinical
Investigation. 2005;115:66-75
[37] Shrivastava R, Shukla N. Attributes

of alternatively activated (M2)
macrophages. Life Sciences.
2019;1(224):222-231. DOI: 10.1016/j.
lfs.2019.03.062
[38] Keubler LM, Buettner M, Häger C,

Bleich A. A multihit model: Colitis
lessons from the interleukin-10deficient mouse. Inflammatory Bowel
Diseases. 2015;21:1967-1975. DOI:
10.1097/MIB.0000000000000468
[39] Glocker EO, Kotlarz D, Boztug K,

Gertz EM, Schäffer AA, Noyan F, et al.
15

[43] Steimle A, Frick JS. Molecular

mechanisms of induction of tolerant
and tolerogenic intestinal dendritic
cells in mice. Journal of Immunology
Research. 2016;2016:1958650. DOI:
10.1155/2016/1958650
[44] Bain CC, Schridde A. Origin,

differentiation, and function of
intestinal macrophages. Frontiers
in Immunology. 2018;9:2733. DOI:
10.3389/fimmu.2018.02733
[45] Aden K, Rehman A, Falk-Paulsen M,

et al. Epithelial IL-23R signaling
licenses protective IL-22 responses in
intestinal inflammation. Cell Reports.
2016;16:2208-2218. DOI: 10.1016/j.
celrep.2016.07.054
[46] Mizoguchi A, Yano A, Himuro H,

Ezaki Y, Sadanaga T, Mizoguchi E.
Clinical importance of IL-22 cascade
in IBD. Journal of Gastroenterology.
2018;53(4):465-474. DOI: 10.1007/
s00535-017-1401-7

Biological Therapy for Inflammatory Bowel Disease

[47] Muraille E, Leo O. Revisiting the

Th1/Th2 paradigm. Scandinavian
Journal of Immunology. 1998;47(1):1-9
[48] Zhang Y, Zhang Y, Gu W,

Sun B. TH1/TH2 cell differentiation
and molecular signals. Advances
in Experimental Medicine and
Biology. 2014;841:15-44. DOI:
10.1007/978-94-017-9487-9_2
[49] Shih DQ , Targan SR, McGovern D.

Recent advances in IBD pathogenesis:
Genetics and immunobiology.
Current Gastroenterology Reports.
2008;10:568-575
[50] Breese E, Braegger CP, Corrigan CJ,

Walker-Smith JA, MacDonald TT.
Interleukin-2- and interferon-gammasecreting T cells in normal and diseased
human intestinal mucosa. Immunology.
1993;78:127-131
[51] Monteleone G, Biancone L,

Marasco R, Morrone G,
Marasco O, Luzza F, et al. Interleukin
12 is expressed and actively released by
Crohn’s disease intestinal lamina propria
mononuclear cells. Gastroenterology.
1997;112:1169-1178
[52] Fuss IJ, Neurath M, Boirivant M,

Klein JS, de la Motte C, Strong SA,
et al. Disparate CD4+ lamina propria
(LP) lymphokine secretion profiles in
inflammatory bowel disease. Crohn’s
disease LP cells manifest increased
secretion of IFN-gamma, whereas
ulcerative colitis LP cells manifest
increased secretion of IL-5. Journal of
Immunology. 1996;157:1261-1270

by Th1 in the terminal ileum and
Th1/Th17 immune response in the
colon. European Journal of Pediatrics.
2018;177:611-616. DOI: 10.1007/
s00431-017-3076-8
[55] Monteleone I, Pallone F,

Monteleone G. Th17-related cytokines:
New players in the control of
chronic intestinal inflammation.
BMC Medicine. 2011;9:122. DOI:
10.1186/1741-7015-9-122
[56] Ivanov II, McKenzie BS,

Zhou L, Tadokoro CE, Lepelley A,
Lafaille JJ, et al. The orphan nuclear
receptor RORgammat directs
the differentiation program of
proinflammatory IL-17+ T helper cells.
Cell. 2006;126:1121-1133
[57] McGeachy MJ, Cua DJ,

Gaffen SL. The IL-17 family of cytokines
in health and disease. Immunity.
2019;50:892-906. DOI: 10.1016/j.
immuni.2019.03.021
[58] Zhou L, Lopes JE, Chong MM,

Ivanov II, Min R, Victora GD, et al.
TGF-beta-induced Foxp3 inhibits
T(H)17 cell differentiation by
antagonizing RORgammat function.
Nature. 2008;453(7192):236-240. DOI:
10.1038/nature06878
[59] Valeri M, Raffatellu M, et al.

Cytokines IL-17 and IL-22 in the host
response to infection. Pathogens and
Disease. 2016;74(9):ftw111
[60] Liang SC, Tan XY, Luxenberg DP,

human immunoglobulin a fc receptor
FcalphaRI: A multifaceted regulator
of mucosal immunity. Mucosal
Immunology. 2011;4:612-624

Karim R, Dunussi-Joannopoulos K,
Collins M, et al. Interleukin (IL)-22
and IL- 17 are coexpressed by Th17
cells and cooperatively enhance
expression of antimicrobial peptides.
The Journal of Experimental Medicine.
2006;203:2271-2229

[54] Savić Mlakar A, Hojsak I,

[61] Isailovic N, Daigo K, Mantovani A,

Jergović M, Čimić S, Bendelja K.
Pediatric Crohn disease is characterized

Selmi C. Interleukin-17 and
innate immunity in infections and

[53] Bakema JE, van Egmond M. The

16

Mucosal Immunology in the Inflammatory Bowel Diseases
DOI: http://dx.doi.org/10.5772/intechopen.90037

chronic inflammation. Journal of
Autoimmunity. 2015;60:1-11. DOI:
10.1016/j.jaut.2015.04.006
[62] Chen K, Kolls JK. Interluekin-17A

(IL17A). Gene. 2017;614:8-14. DOI:
10.1016/j.gene.2017.01.016
[63] Kinugasa T, Sakaguchi T, Gu X,

Reinecker HC. Claudins regulate the
intestinal barrier in response to
immune mediators. Gastroenterology.
2000;118:1001-1011
[64] Lee JS, Tato CM, Joyce-Shaikh B,

Gulen MF, Cayatte C, Chen Y, et al.
Interleukin-23-independent IL-17
production regulates intestinal epithelial
permeability. Immunity. 2015;43:727738. DOI: 10.1016/j.immuni.2015.09.003
[65] Zhang Z, Zheng M, Bindas J,

Schwarzenberger P, Kolls JK. Critical
role of IL-17 receptor signaling in acute
TNBS-induced colitis. Inflammatory
Bowel Diseases. 2006;12:382-388
[66] Liu QL, Huang L, Zhao Q J, Li Q ,

He Z. Relationship between serum
interleukin-17 level and inflammatory
bowel disease. Journal of Biological
Regulators and Homeostatic Agents.
2016;30:181-188
[67] Gálvez J. Role of Th17 cells in the

pathogenesis of human IBD. ISRN
Inflammation. 2014;2014:928461. DOI:
10.1155/2014/928461
[68] Bieńkowska A, Kiernozek E,

Kozlowska E, Zarzycki M, Drela N.
Thymus-deriving natural regulatory
T cell generation in vitro: Role of
the source of activation signals.
Immunology Letters. 2014;162:199-209.
DOI: 10.1016/j.imlet.2014.10.024
[69] Kanamori M, Nakatsukasa H,

Okada M, Lu Q , Yoshimura A. Induced
regulatory T cells: Their development,
stability, and applications. Trends in
Immunology. 2016;37:803-811. DOI:
10.1016/j.it.2016.08.012

17

[70] Yang SH, Gao CY, Li L, Chang C,

Leung PSC, Gershwin ME, et al. The
molecular basis of immune regulation
in autoimmunity. Clinical Science
(London, England). 2018;132:43-67.
DOI: 10.1042/CS20171154
[71] Soukou S, Brockmann L, Bedke T,

Gagliani N, Flavell RA, Huber S. Role
of IL-10 receptor signaling in the
function of CD4+ T-regulatory type
1 cells: T-cell therapy in patients
with inflammatory bowel disease.
Critical Reviews in Immunology.
2018;38:415-431. DOI: 10.1615/
CritRevImmunol.2018026850
[72] Wing K, Onishi Y, Prieto-Martin P,

et al. CTLA-4 control over Foxp3+
regulatory T cell function. Science.
2008;322:271-275
[73] Peggs KS, Quezada SA,

Allison JP. Cancer immunotherapy:
Co-stimulatory agonists and
co-inhibitory antagonists. Clinical
and Experimental Immunology.
2009;157:9-19
[74] Plevy SE, Targan SR. Future

therapeutic approaches for
inflammatory bowel diseases.
Gastroenterology. 2011;140:1838-1846
[75] Barnes MJ, Powrie F. Regulatory T

cells reinforce intestinal homeostasis.
Immunity. 2009;31:401-411
[76] Barnes MJ, Powrie F. Regulatory T

cells reinforce intestinal homeostasis.
Immunity. Immunologic Research.
1999;19:1-24
[77] Lenschow DJ, Walunas TL,

Bluestone JA. CD28/B7 system of T
cell costimulation. Annual Review of
Immunology. 1996;14:233-258
[78] Zhou L, Lopes JE, Chong MMW,

et al. TGF-beta-induced Foxp3
inhibits T(H)17 celldifferentiation by
antagonizing RORgammat function.
Nature. 2008;453:236-240

Biological Therapy for Inflammatory Bowel Disease

[79] Eastaff-Leung N, Mabarrack N,

[85] Gerlach K, Hwang Y, Nikolaev A,

Barbour A, Cummins A, Barry S.
Foxp3+ regulatory T cells, Th17 effector
cells, and cytokine environment in
inflammatory bowel disease. Journal of
Clinical Immunology. 2010;30:80-89.
DOI: 10.1007/s10875-009-9345-1

Atreya R, Dornhoff H, Steiner S, et al.
Th9 cells that express the transcription
factor PU.1 drive T cell-mediated colitis
via IL-9 receptor signaling in intestinal
epithelial cells. Nature Immunology.
2014;15:676-686. DOI: 10.1038/ni.2920

[80] Ueno A, Jijon H, Chan R, Ford K,

[86] Defendenti C, Sarzi-Puttini P,

Hirota C, Kaplan GG, et al. Increased
prevalence of circulating novel IL-17
secreting Foxp3 expressing CD4+
T cells and defective suppressive
function of circulating Foxp3+
regulatory cells support plasticity
between Th17 and regulatory T
cells in inflammatory bowel disease
patients. Inflammatory Bowel Diseases.
2013;19:2522-2534. DOI: 10.1097/
MIB.0b013e3182a85709
[81] Goswami R, Jabeen R, Yagi R,

Pham D, Zhu J, Goenka S, et al. STAT6dependent regulation of Th9
development. Journal of Immunology.
2012;188(3):968-975. DOI: 10.4049/
jimmunol.1102840
[82] Dardalhon V, Awasthi A, Kwon H,

Galileos G, Gao W, Sobel RA, et al.
IL-4 inhibits TGF-beta-induced
Foxp3+ T cells and, together with TGFbeta, generates IL-9+ IL-10+ Foxp3(−)
effector T cells. Nature Immunology.
2008;9:1347-1355. DOI: 10.1038/
ni.1677
[83] Chang HC, Sehra S, Goswami R,

Yao W, Yu Q , Stritesky GL, et al. The
transcription factor PU.1 is required for
the development of IL-9-producing T
cells and allergic inflammation. Nature
Immunology. 2010;11:527-534. DOI:
10.1038/ni.1867
[84] Shohan M, Elahi S,

Shirzad H, Rafieian-Kopaei M,
Bagheri N, Soltani E. Th9 cells:
Probable players in ulcerative colitis
pathogenesis. International Reviews
of Immunology. 2018;37:192-205. DOI:
10.1080/08830185.2018.1457659
18

Saibeni S, Bollani S, Bruno S,
Almasio PL, et al. Significance of serum
Il-9 levels in inflammatory bowel
disease. International Journal of
Immunopathology and Pharmacology.
2015;28(4):569-575. DOI:
10.1177/0394632015600535
[87] Gerlach K, McKenzie AN,

Neurath MF, Weigmann B. IL-9 regulates
intestinal barrier function in
experimental T cell-mediated colitis.
Tissue Barriers. 2015;3(1-2):e983777.
DOI: 10.4161/21688370.2014.983777
[88] Sonnenberg GF, Artis D. Innate

lymphoid cell interactions with
microbiota: Implications for intestinal
health and disease. Immunity.
2012;37:601-610
[89] Spits H, Cupedo T. Innate lymphoid

cells: Emerging insights in development,
lineage relationships, and function.
Annual Review of Immunology.
2012;30:647-675
[90] Klose CSN, Flach M, Möhle L,

Rogell L, Hoyler T, Ebert K, et al.
Differentiation oftype 1 ILCs from a
common progenitor to all helper-like
innate lymphoid celllineages. Cell.
2014;157:340-356
[91] Brestoff JR, Kim BS,

Saenz SA, Stine RR, Monticelli LA,
Sonnenberg GF, et al. Group2 innate
lymphoid cells promote beiging of white
adipose tissue and limit obesity. Nature.
2015;519:242-246
[92] Pantazi E, Powell N. Group 3

ILCs: Peacekeepers or troublemakers?
What’s your gut telling you?! Frontiers

Mucosal Immunology in the Inflammatory Bowel Diseases
DOI: http://dx.doi.org/10.5772/intechopen.90037

in Immunology. 2019;10:676. DOI:
10.3389/fimmu.2019.00676
[93] Forkel M, van Tol S, Höög C,

Michaëlsson J, Almer S, Mjösberg J.
Distinct alterations in the composition
of mucosal innate lymphoid cells in
newly diagnosed and established
Crohn’s disease and ulcerative colitis.
Journal of Crohn’s & Colitis. 2019;13:6778. DOI: 10.1093/ecco-jcc/jjy119
[94] Krämer B, Goeser F,

Lutz P, Glässner A, Boesecke C,
Schwarze-Zander C, et al. Compartmentspecific distribution of human intestinal
innate lymphoid cells is altered in HIV
patients under effective therapy. PLoS
Pathogens. 2017;13(5):e1006373. DOI:
10.1371/journal.ppat.1006373
[95] Hepworth MR, Monticelli LA,

Fung TC, Ziegler CG, Grunberg S,
Sinha R, et al. Innate lymphoid cells
regulate CD4+ T-cell responses to
intestinal commensal bacteria. Nature.
2013;498:113-117. DOI: 10.1038/
nature12240
[96] Hepworth MR, Fung TC,

Masur SH, Kelsen JR, McConnell FM,
Dubrot J, et al. Immune tolerance.
Group 3 innate lymphoid cells mediate
intestinal selection of commensal
bacteria-specific CD4+ T cells. Science.
2015;348:1031-1035. DOI: 10.1126/
science.aaa4812
[97] Guo X, Qiu J, Tu T, Yang X, Deng L,

Anders RA, et al. Induction of innate
lymphoid cell-derived interleukin-22 by
the transcription factor STAT3 mediates
protection against intestinal infection.
Immunity. 2014;40:25-39. DOI:
10.1016/j.immuni.2013.10.021
[98] Eken A, Singh AK, Treuting PM,

Oukka M. IL-23R+ innate lymphoid
cells induce colitis via interleukin22-dependent mechanism. Mucosal
Immunology. 2014;7:143-154. DOI:
10.1038/mi.2013.33
19

[99] Longman RS, Diehl GE,

Victorio DA, Huh JR, Galan C,
Miraldi ER, et al. CX3CR1+ mononuclear
phagocytes support colitis-associated
innate lymphoid cell production of
IL-22. The Journal of Experimental
Medicine. 2014;211:1571-1583. DOI:
10.1084/jem.20140678
[100] Bernink JH, Peters CP,

Munneke M, te Velde AA, Meijer SL,
Weijer K, et al. Human type 1 innate
lymphoid cells accumulate in inflamed
mucosal tissues. Nature Immunology.
2013;14:221-229. DOI: 10.1038/ni.2534
[101] Forkel M, Mjösberg J. Dysregulation

of group 3 innate lymphoid cells in the
pathogenesis of inflammatory bowel
disease. Current Allergy and Asthma
Reports. 2016;16(10):73. DOI: 10.1007/
s11882-016-0652-3
[102] Wang S, Xia P, Chen Y, Qu Y,

Xiong Z, Ye B, et al. Regulatory innate
lymphoid cells control innate intestinal
inflammation. Cell. 2017;171:201-216.
e18. DOI: 10.1016/j.cell.2017.07.027

