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Preface
Rich or poor, young or old… Nearly 15% of our population suffer from irritable bowel syndrome (IBS) and only very few are
taken good care of. In the era of “westernization” of our lifestyles
and increasing environmental pollution, but also in the times
when infections spread across the world, there will only be more
IBS cases in the coming years. Proper IBS diagnosis and efficient
therapy are needed, and they are needed now.
This book summarizes current knowledge on IBS and points to
new directions in basic and clinical studies. The book may be read
in its entity, but also by single chapters, depending if one is a
scientist, a clinician, or a patient. I do hope that it will become
a helpful guide for all through IBS causes, symptoms, and
treatment.
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Abstract
Irritable bowel syndrome (IBS) is a functional gastrointestinal condition characterized by the disruption of the bowel movement and abdominal pain. There is no
single factor known to cause IBS, hence its diagnosis and treatment are troublesome. Yet, due to increasing incidence, IBS has become a serious global issue.
In this chapter, the incidence and prevalence of IBS are discussed. Also, epidemiology in different corners of the world is compared to elucidate whether there is
any association with geographical location or socioeconomical status. Finally,
age and gender are briefly discussed in an attempt to draw a picture of an IBS
sufferer.
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List of abbreviations
IBS
IBS-C
IBS-D
IBS-M

irritable bowel syndrome
constipation-predominant irritable bowel syndrome
diarrhea-predominant irritable bowel syndrome
mixed irritable bowel syndrome

Irritable bowel syndrome (IBS) is a functional gastrointestinal
condition, to which both internal and external factors contribute.
There is no single (in)organic causative agent identified so far,
hence several hypotheses were formed to what extent genetic,
A Comprehensive Overview of Irritable Bowel Syndrome. https://doi.org/10.1016/B978-0-12-821324-7.00001-0
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neuronal, microbial, immunological or environmental factors
promote the development of IBS. Typical symptoms: abdominal
pain and changes in stool frequency or consistency, leading to
constipation and/or diarrhea are debilitating to an extent where
IBS is a major cause for visits in general practitioners office.
Together with a significant impact on patients quality of life
due to physical suffering, work absenteeism and economic nonproductivity, but also psychological co-morbidity (increased risk
of depression and suicidal ideation), IBS constitutes a major
socioeconomic issue worldwide [1–3]. Nellesen et al. [4] report
that the direct annual cost of diagnosing and treating IBS in the
United States alone is estimated between $1.7 and $10 billion,
while Chatila et al. [5] evaluate that the indirect costs in terms
of absenteeism, workdays lost, disability will double that figure.
As there are no diagnostic or monitoring biological markers,
IBS diagnosis bases on well-established criteria (currently Rome
IV) in which patient’s symptom reporting is crucial [6]. However,
as the guidelines are constantly being updated, studies on incidence and prevalence based on Rome I, Rome II, Rome III and
Manning criteria need also to be taken into consideration. Worth
mentioning, as noticed by Canavan et al. [7], the Manning criteria
account for the highest reported prevalence [8, 9] whilst the Rome
iterations are associated with lower estimates of prevalence [8].
Consequently, different figures regarding IBS epidemiology are
obtained, which can be additionally influenced by the fact that
not in all the countries criteria regarding IBS have been defined.
Moreover, factors like survey methods and the study instrument
could also affect the estimates. This has been best illustrated by
Endo et al. [10]: the prevalence of IBS in Iranian adults based on
the modified Rome III criteria was established at 21.5% [11] and
only 9.0% (95% CI, 6.0–13.0) based on the Rome II criteria [12].
In terms of incidence, Canavan et al. [7] reported two US
studies, of which one conducted two population cohort surveys
1 year apart [13] and the other defined cases as first diagnosis by
a physician [14]. In the former, 9% of subjects had developed
symptoms over the year, an incidence rate of 67 per 1000
person-years. A significantly lower estimate based on the latter,
with around two per 1000 person years was provided.
In 2012, based on a systematic review and meta-analysis of
260,960 subjects from 80 studies the global pooled prevalence
of IBS was estimated at 11.2% [12], but later the data were questioned due to significant heterogeneity between the studies [6].
Major geographical differences have been observed: in 2012 IBS
rates in the Western countries ranged from 10% to 20% [15] compared to 1% to 10% in the Asian countries [16]; the lowest reported
rates were in Southeast Asia (7.0%) while the highest (21.0%) were
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in South America. However, these estimates change rapidly over
time: a rise in IBS rates in Asian countries is observed, and more
developed nations, such as Japan and Singapore, already report
prevalence comparable to that in the Western countries [17].
In terms of IBS subtypes, Lovell and Ford [12] point to
diarrhea-predominant IBS (IBS-D) as the most prevalent
(40.0%), followed by constipation-predominant (IBS-C, 35.0%)
and mixed (IBS-M, 23.0%). A small study by Kibune-Nagasako
et al. [18] on Brazilian population stays in line with these statistics: the most frequent IBS subtype was IBS-D (46%), followed by
IBS-C (32%) and IBS-M (22%). However, other studies cited by
these authors report opposite results: for example IBS-M was
the largest bowel habit subgroup in population-based studies
performed in United Kingdom and the United States [19, 20],
while IBS-C was the most frequent among Iranian adults [11]. It
is thus hypothesized that the increased prevalence of a given IBS
subtype depends primarily—but not exclusively—on the severity
of symptoms in a given subtype and on who provides the epidemiological data. Consequently, IBS-D—which may demand a
more complex investigation in a gastrointestinal outpatient
clinic—will rather be reported by GI specialists; general practitioners may be more confident in the management of IBS-C.
There are several demographic parameters that need to be
mentioned in relation to IBS epidemiology, including sex, age,
and socioeconomical status. Canavan et al. [7] report that in
most populations the IBS rates in women are approximately
1.5- to 3-fold higher than those seen in men [21–23] and internationally, the overall prevalence of IBS in women is 67% higher
than in men (odds ratio 1.67 [95% CI 1.53–1.82]). These data
may also be presented as outnumbering males by females by
the ratio of 2:1 in the Western countries, and by 3:2 in United
States [24]. On the other hand, in South Asia, South America,
and Africa, the rates of IBS in men are almost equal to those of
women, and in some cases even higher [12]. For example, Pimparkar et al. report a reversed females to males IBS ratio in India
compared to the Western countries, i.e. 1:3, with the prevalence
of IBS in general population of India at 15% [25]. This may result
from disparities in the access to health care, but also sex-related
motivation to seek consulting.
IBS is reported in all age groups, with no difference in the frequency of subtypes by age [7, 26]. However, the disease is more
prevalent among adolescents and declines with age [12]. In line,
Canavan et al. point to the fact that 50% of patients with IBS report
having first symptoms before the age of 35 years, and that prevalence is 25% lower in those aged over 50 years than in those who
are younger [7, 12, 27].
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Whether IBS is in relation to the socioeconomic status, it
remains to be elucidated. Canavan et al. [7] reported two studies
with opposing outcomes: Drossman et al. [28] suggested that IBS
was associated with lower socioeconomic status (as lower
income pairs with poorer health care outcomes, lower overall
quality of life, and increased life stressors), while others prove
that being in a higher socioeconomic group during childhood
or being exposed to the higher level of stress when working in
professional and managerial roles is associated with higher
prevalence of IBS [29, 30]. In line with the latter, the higher
income brings greater access to health care and tendency to seek
help and hence receive a diagnosis [31].
Chatila et al. [5] list several lifestyle factors such as smoking,
alcohol consumption [32–35] and physical activity [36, 37] being
linked to IBS. However, this may differ depending on a study and
population examined: for example Nagaonkar et al. [25] found no
such correlation between alcohol abuse and IBS in the Urban
Slum Community in Mumbai. Higher prevalence of IBS associates
with psychological factors such as stress and anxiety [10, 16, 38],
and is seen among psychiatric patients (up to 39.7%, which is
twice the general population) [39]. Genetics factors may also play
a role in IBS pathogenesis and nearly 33% of patients with IBS
report a positive family history [40].
Noteworthy, there is no increase in mortality rates in IBS
patients compared with healthy controls. Canavan et al. [7] proves
this by citing data from a large study conducted in the United
States of over 4000 patients, followed for a total of 30,000
patient-years, in which no increased mortality compared with
the general population was observed (hazard rate 1.06 [95% CI
0.86–1.32]) [41]. These results were in line with a smaller study
from the People’s Republic of China which followed 263 patients
over 5 years [42].
In conclusion, on average IBS is first diagnosed in
30–50-year-old women; however, the symptoms may already
occur in childhood and in both genders, which proves the inaccuracy of reporting techniques as well as unequal access to
healthcare and/or regional gender and age-related differences
in seeking professional medical aid. Nevertheless, IBS has
become a major global issue that needs general attention. Consequently, as proposed by Masudur Rahman et al. [1] based on
available guidelines [43, 44] a good care of the IBS patient must
be introduced, which should rely on the development of a good
doctor patient relationship, identification of contributing factors, and critical appraisal of the efficacies of various drugs
according to the subtype of IBS.
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Abstract
Irritable bowel syndrome (IBS) is a heterogenous, chronic disease with a complex
and multifactorial pathogenesis. Multiple studies have provided many well
explored mechanisms involved in the pathophysiology of IBS. Possible factors such
as genetic predisposition, diet, changes in gut-brain axis, gut microbiota, mucosal
inflammation, stress and anxiety have been identified and linked with IBS. However, pathogenesis of this condition is still not fully understood and further investigation is necessary in order to provide more useful information which could help
develop specific treatment.
In this chapter, the current knowledge about pathogenesis of IBS will be
discussed.

Keywords
Irritable bowel syndrome, Pathogenesis, Diet, Genetics, Microbiota, Serotonin,
Brain-gut axis, Peptide YY, Mucosal inflammation
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5HT
CNS
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FODMAPs
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IBS
IFN-γ
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NCGS
NPY
PBMCs
PI-IBS

5-hydroxy-tryptamine
central nervous system
enterochromaffin cells
enteric nervous system
fermentable oligosaccharides, disaccharides, monosaccharides
and polyols
gastrointestinal
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interferon-gamma
mast cells
non-celiac gluten sensitivity
neuropeptide Y
peripheral blood mononuclear cells
post-infectious irritable bowel syndrome
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PYY
SCFAs
TPH
VH

peptide YY
short chain fatty acids
tryptophan hydroxylase
visceral hypersensitivity

Irritable bowel syndrome (IBS) has been considered a disorder without a clear pathological or biochemical explanation. At
first, studies regarding IBS focused on the alteration of gastrointestinal (GI) motility and visceral sensory function. However,
while these were the fundamentals of IBS, the pathogenesis
remained uncertain. Further search for these abnormalities
revealed many well explored mechanisms. According to current
research, it is believed that IBS is a condition connected with
many factors such as genetic predisposition, stress, anxiety, food
intolerance, changes in gut-brain axis and GI impairments
which overall make it a heterogenous disorder. The latter also
involve alternation in gut microbiota (dysbiosis), changes in
gut motility and permeability, low-grade mucosal inflammation
and immune activation [1, 2]. Analyses confirm a striking cumulative effect of these factors on the overall IBS somatic symptoms, and also on the patients’ quality of life, indicating the
importance of considering and evaluating variations of pathophysiologic factors in IBS [3].

Fundamentals—Impaired gut motility
and visceral hypersensitivity in IBS
Alteration in gut motility
IBS, sometimes also called “spastic colon,” implies heterogenous motility disorders, with various underlying disease mechanisms and subtypes categorized by the predominant stool
pattern: diarrhea in IBS-D, constipation in IBS-C or both in
IBS-M [4]. Impaired motility from abnormal gut contractions
results in symptoms described as abdominal pain and discomfort.
Studies have shown that in IBS patients multiple stimuli like diet
or stress may implicate exaggerated physiological response and
therefore various gastrointestinal (GI) motor disturbances [5].
However lack of consistent motor patterns changes among IBS
patients makes it difficult to interpret and understand underlying
pathogenesis. Multiple studies proposed a plurality of possible
disease mechanisms, acting on different levels along the braingut axis or intestines itself [6, 7].
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Visceral hypersensitivity
Altered and increased sensation (including pain) of physiological stimuli is defined as visceral hypersensitivity (VH). VH
comprises of two major components, which are allodynia and
hyperalgesia. Hyperalgesia refers to an intensified pain sensation in response to a certain stimulus, whereas allodynia is
defined as painful sensation in response to normal stimulus,
which was previously not perceived as being painful. Studies
revealed that VH develops from alterations in the peripheral
sensory pathway and/or central nervous system (CNS). It is suggested that VH is considered as a pivotal biological hallmark of
IBS [8, 9].
According to epidemiological studies prevalence of VH in IBS
patients varies from 33% to 90%. VH mainly occurs in IBS-D
patients with increased intestinal permeability and affects, apart
from rectum and sigmoid colon, also small bowel, stomach and
esophagus indicating decreased thresholds of nociceptive sensation all over the GI tract [10].
In fact, VH as a multifactorial condition may occur both within
the peripheral nervous system and at the level of CNS. Several
factors, including intestinal microbiota, genetics, psychological
factors, inflammation and immunological factors, brain-gut axis,
diet, are involved in the VH process among IBS patients [10].

Factors and mechanisms in IBS pathology
Brain-gut axis
Anxiety and depression are among the most frequent IBS
symptoms which do not relate to the GI tract that are commonly
found in outpatient and community samples [7, 11]. Observations
as such made many look at IBS as a primary disorder of gut-brain
function or somatization, with the brain being responsible for the
gut abnormalities and fatigue, among many others. Nevertheless,
three recent studies show that in approximately half of the
patients the mood disorders are preceded by symptoms of GI
nature [12]. These results suggest that in a patients’ subgroup
mood disorder might be caused by an initial gut disorder. Moreover, structured interviews conducted in an independent study of
psychiatric disorders and IBS showed that in 40% of patients with
a mood disorder and in 23% of patients suffering from anxiety
those disorders were diagnosed after the development of IBS
[13]. Additionally, studies regarding cytokine response, intestinal
inflammation and gut microbiome provided evidence that gut
precipitates brain alterations in IBS [14, 15]. If those implications
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are proved to be factual, with a reversal of GI dysfunction, alleviation of inflammation and bringing back proper microbiota
balance—which happens to be feasible, as the brain is by far less
accessible than the gut—there is a chance to reverse or at least
improve gut and mood dysfunction.

Serotonin and its metabolism
Serotonin (5-hydroxy-tryptamine, 5HT) is a monoamine neurotransmitter primarily found in the enteric nervous system (ENS)
located in the GI system and the central nervous system (CNS).
However, serotonin located in enterochromaffin cells (ECs) of
GI system makes up the majority—almost 90%—of total 5HT
stores [16]. Serotonin plays a remarkable role in regulation of GI
motility and changes in this neurotransmitter levels were
observed in patients with IBS: patients with IBS-D have increased
serotonin levels while in IBS-C these levels are reduced [16, 17].
There is a theory that those suffering from IBS-D have decreased
5HT reuptake, while IBS-C patients have decreased 5HT release
[18]. Additionally, patients with post-infectious IBS have constant
increases in ECs and increased 5HT levels after meals, while IBS-C
patients have decreased 5HT release [19, 20]. The fact that 5HT
receptor ligands (especially 5-HT3 receptor antagonists and
5-HT4 receptor agonists) had positive effects on IBS symptoms
(such as reducing perception of visceral distension and colonic
hypersensitivity in women with IBS-D, improving stool pattern
and abdominal pain) is yet another proof of importance of the
serotonin’s role in the IBS pathogenesis [21].
Polymorphisms in 5HT receptors, 5HT transporters—SERT
(especially 5HTTLPR) and in tryptophan hydroxylase (TPH),
which is an enzyme responsible for restricting 5HT synthesis have
been studied and described in patients with IBS but, unfortunately, the results of the studies are unconvincing [16]. However,
according to a meta-analysis from 2014 the LL genotype of
5HTTLPR seemed to be a risk factor for IBS-C in East Asia [22].
Studies have also noted that microRNA expression increases in
the colonic samples from IBS patients. It has been proven that
microRNAs, such as miR-510 or miR-16, can promote epigenetic
and genetic changes through modulating intestinal pathways
such as 5HT signaling, which result in intestinal permeability
and somatic hypersensitivity in IBS patients [23, 24].
According to few studies there seems to be a connection
between 5HT metabolism and immune activation, inflammation
of the mucosa as well as intestinal barrier function [16]. A study on
colon biopsies from IBS patients versus healthy controls performed in 2011 revealed elevated numbers of EC cells rich in
5HT with the advantage in IBS-D over IBS-C [25]. Moreover, this
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study proved that mucosal 5HT was substantially raised in
patients with IBS and that it was connected with increased number of mast cells and severity of pain. Another study showed
intriguing association between proinflammatory interferongamma (IFN-γ) protein and SERT expression [26]. This investigation showed that IFN-γ levels were augmented in IBS patients’
mucosa and SERT expression was decreased, what consequently
affected the amount of 5HT in gut. These results are in line with
knowledge that inflammation lowers SERT expression, what
may be another clue to understanding the pathogenesis of IBS.

Possible role of peptide YY
Peptide YY (PYY) which belongs to the neuropeptide Y (NPY)
family is synthesized in endocrine cells (PYY cells) located
between the epithelial cells of the human ileum, colon and rectum
[27]. PYY plays an important role in proper functioning of the GI
system: it regulates appetite and food intake, slows emptying of
the stomach, inhibits gastric and pancreatic secretion and
induces absorption of water and electrolytes [28, 29]. What is
more, PYY is considered to have an impact on modulating 5HT
excretion from colonic ECs through NK2/NK3 cascade system
[30]. As discussed earlier, 5HT modulates visceral sensitivity and
accelerates GI motility and secretion [31].
Abnormalities in PYY in IBS patients were a topic of many
investigations which led to a conclusion that IBS patients and
healthy subjects have the same density of PYY cells in the ileum,
but suffer from a decreased density of these cells and concentration of PYY itself in the colon compared with healthy
subjects [32, 33]. The same is observed in the rectum. All things
considered, it is probable that low density of PYY cells and PYY
concentration in the gut may lead to low release of PYY, which
consequently contributes to abnormal motility observed in IBS
patients. Moreover, the impact of PYY on 5HT release may contribute to visceral hypersensitivity which is crucial in the pathophysiology of IBS.

Histamine and mast cells
Another molecule apart from 5HT, which may be connected
with the pathogenesis of IBS is histamine [34]. Histamine is a
short-acting endogenous amine involved in inflammatory response that functions as a neurotransmitter in the human body.
This compound is mainly produced by mast cells (MCs) using
the enzyme histidine decarboxylase, and also by basophils, gastric
enterochromaffin-like cells, and histaminergic neurons but in
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lower amounts [35, 36]. However, only MCs and basophils store
large amounts of histamine, while other cells synthesize it and
secrete immediately without storage. Histamine can fulfill its
functions by binding to four subtypes of receptors: H1R-H4R, of
which each has a specific location and role. In the GI system histamine is believed to modulate motility, increase production of
gastric acid and modify mucosal ion secretion [37, 38].
There are some studies in which the role of histamine in IBS
patients was investigated. One such study revealed that 58% IBS
patients experienced GI symptoms due to a histamine-releasing
food intake (milk, wine, beer) and food rich in biogenic amines
(wine, beer, cheese) [39]. In another study, high levels of histamine
were found in supernatants from IBS colonic samples [40].
Moreover, there is proof of increased expression of H1R (proinflammatory signaling) and H2R (anti-inflammatory signaling) in
IBS patients [41, 42]. Apart from that, H4R are believed to involve
visceral sensory signaling and GI contractility [43].
Mast cells cannot be underestimated in understanding the
pathophysiology of IBS. These cells store not only histamine but
also tryptase and nerve growth factors, which can activate and
sensitize enteric nerves and influence the integrity of the epithelial
barrier [44]. A range of investigations prove that IBS patients have
elevated number of MCs in almost all intestinal mucosa including
rectum, rectosigmoid, descending and ascending colon, cecum,
jejunum and duodenum [40, 45–48]. What is more, activation,
level of degranulation and, consequently, release of modulators
of these cells is also increased.
It is also worth mentioning that mast cells through degranulation might also influence proteins responsible for forming cell
junctions, such as zonula occludens-1, claudin-1 and other adhesional molecules, causing their lower expression in both upper
and lower GI tract. This is probably connected with tryptase
release after exposure to food antigens [48–50].

Gut microbiota
It is commonly known that gut is the richest in microorganisms
part of the human body. The intestinal microbiota is composed of
17 families, 50 genera and more than 1000 species of bacteria of
which only one third have been identified so far [51]. Gut microbiota include not only bacteria but also viruses, fungi and protozoa which live in symbiosis under normal circumstances and are
responsible for gut development, digestion and metabolism,
proper development of humoral and cellular mucosal immune
system and protection against pathogens [52, 53].
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Gut microbiota develops from the day of birth to the adulthood
and undergoes wide variety of changes during life due to genetic
and environmental factors, dietary habits, stress, invasive medical
procedures or use of medications, especially antibiotics [52]. Firmicutes (which form approximately 64% of gut microbes; e.g.,
Lactobacillus), Bacteroidetes (23%; e.g., Bacteroides fragilis), Proteobacteria (8%; e.g., Eschericha coli, Salmonella, Shigella) and
Actinobacteria (3%; e.g., Bifidobacteria) are four dominating bacterial phyla in human intestines [51, 54, 55]. Methanogens and
halophilic archae were also identified as highly associated with
gut (e.g., Methanobrevibacter smithii) [53].
Any changes in bacterial number and composition may result
in dysregulation of interactions between host and microbes. This
state is called dysbiosis and might be triggered by pathogens,
inflammatory mediators or any initiators that can provoke reaction of the immune system and lead to loss of beneficial
influence of microbiota, affecting the intestinal environment.
Hence, it is believed that disruptions in the microbiome may play
an important role in pathogenesis of IBS by changing integrity of
the gut and its immunological properties, and lead to dysregulation of gut-brain axis homeostasis [51, 53].
According to a study from 2015 performed in Sweden, Norway,
Denmark and Spain involving patients between 17 and 76 years
old, gut dysbiosis was observed in 73% of IBS patients [52].
Although many detailed investigations of bacterial composition
of intestines in IBS patients were performed, the results differ
between study groups and still are not univocal. Nevertheless,
the majority of studies confirm that there are some changes in
microbiota of IBS patients in comparison to healthy ones. Some
observations show that IBS-positive patients present downregulation of Methanobacteriales, Prevotella, Bifidobacteria, Lactobacillus and Bacteroides species (the latter two are particularly
perceived as beneficial bacteria) and increased number of pathogenic bacteria such as Streptococcus spp. [56–58]. A different
investigation confirms lower numbers of Methanobacteriales,
Lactobacilli and Bifidobacteria, but indicates that the number
of Bacteroides was higher in IBS patients (even 12 times according
to the 2014 study) [58–60]. Another study, however, showed
higher numbers of Proteobacteria and Firmicutes (including
Lactobacillus) [61]. In IBS-D subtype significant decrease of Lactobacillus and Bifidobacterium population was observed contrary
to healthy controls and IBS-C patients.
Microbes of the intestine generate gases (hydrogen, methane) and short chain fatty acids (SCFAs) as by-products which
could affect bowel passage and permeability [62]. Studies
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revealed lower methane production among IBS-D patients and
higher in IBS-C, which may explain changes in stool pattern
in these patients [63]. Methane production may also have
anti-inflammatory effects in the colon, so its lower amount in
the state of dysbiosis can be a part of improper functioning of
gut immune system. A smaller number of the archaea which
convert H2 to CH4 in IBS patients may contribute to a lower rate
of hydrogen removal, what can lead to abdominal distension
observed in these people.
Furthermore, gut microbiota affect also serotonergic regulation through stimulation of EC cells by production of SCFAs
and therefore increasing 5HT levels [57].
Summarizing, disturbances in the intestinal microbiota may
play a key role in IBS pathogenesis. Additional aspect is that some
antibiotics and probiotics have beneficial effect on relief of IBS
symptoms. However, many issues still need further investigation
to examine which microbes are IBS contributors and which ones
only adapt and survive in changed conditions.

Genetics
It has been reported by some that IBS seemingly aggregates in
families. Conducted twin studies have shown lower concordance
of IBS in dizygotic twins and higher in monozygotic twins, what
suggest that genetics might indeed be involved [64]. Some investigators focus on the role of specific genes in IBS predisposition,
while others try broader approach by using large populationbased cohort studies for gene-hunting efforts. One of the most
studied genetic aspects in IBS is its correlation with 5HT
transporters—SERT. A recent meta-analysis based on a total of
27 studies including 7039 subjects concluded that the SERT insertion/deletion polymorphism was associated with IBS in both
Asians and Caucasians but only for those with IBS-C [22]. Other
reports mention multiple genes that might play role in pathophysiology of IBS, such as ion channel gene TRPM8, sucraseisomaltase mutations or single nucleotide polymorphisms
[65–67]. Results are promising, however a wide range of studies
were hindered by a small size of the sample, where genetic association of selected candidate genes in IBS had less than 2000
patients enrolled with the largest to date containing just about
7000 patients, compared to 30,000–40,000 in certain inflammatory bowel disease cohorts. In addition a lack of reproducibility
in large data sets, together with the variability of the clinical
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phenotype have engendered a cautious approach to the interpretation of these findings.

Low-grade mucosal inflammation
and immune activation
According to many recent studies, pathogenesis of IBS is
believed to be connected with low-grade mucosal inflammation
and overactivity of the immune system [1]. Abnormal function
of immune responses may be a result of impaired epithelial barrier, dysbiosis and altered stress levels [68–70].
Mucosal inflammation may also be a consequence of past
history or history of non-recognized GI infections caused by
bacteria, parasites or viruses—this IBS subtype is called PI-IBS
(post-infectious IBS) [71]. Consequently, young women with high
anxiety, suffering from depression and with history of long initial
infection with fever are more prone to PI-IBS [72]. Investigations
of biopsies of mucosa from PI-IBS patients revealed an increased
number of immune cells such as mast cells (especially near
enteric nerve fibers in gut mucosa of IBS patients) and lymphocytes, and elevated cytokine production in peripheral blood
mononuclear cells (PBMCs) and intestinal mucosa [60, 73].
A study from 2016 shows that 25% patients with Clostridium difficile gastroenteritis developed IBS 6 months or more after infection [74]. What is more, the microbiota of PI-IBS patients differed
significantly from other IBS subtypes and healthy controls, and
also a correlation between large number of CD8, CD4RA + cells
and depressive mood was observed [75]. Apart from that, in some
patients with dysbiosis some studies showed increased levels of
C-reactive protein, IL-6, and IL-8 (inflammatory mediators and
cytokines) and higher expression of TLR-4 and TLR-5 (which recognize bacterial structures) [76, 77].
Apart from that, many patients with IBS symptoms suffer from
innate inflammatory diseases such as celiac disease, inflammatory bowel disease or severe acute gastroenteritis [78, 79]. This
may be a proof for a connection between abnormal activity of
the immune system and IBS development, however the exact
pathophysiological explanation for this relationship is still not
clear enough. A possible one is that gut permeability is changed
due to inflammatory response that causes infiltration of immune
cells which promote local edema and produce large amounts of
cytokines [80].
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Currently, only a few cytokines are accurately identified to have
a possible relationship with IBS. According to a study from 2007
elevated proinflammatory cytokines in PBMCs of IBS-D patients
are IL-6, TNF-alfa and IL-1beta, all of which are also highly linked
with depression and anxiety, suggesting the role of gut in proper
brain functioning [14]. Another study emphasized the association
of IL-17 and TNF-alfa with IBS symptoms and quality of life in different subtypes of IBS [81]. Yet another abnormality in patients
with IBS is a decreased level of beta-endorphin from PBMCs with
consequence of their reduced inhibitory effects in comparison to
IBS negative controls [74].

The role of diet in IBS
Dietary influence cannot be omitted in understanding the
pathophysiology of IBS. Food and its components can affect
proper bowel functioning in terms of gut motility and permeability, GI immune system, microbiota and the gut-brain axis [82].
Some products are more prone to cause or exacerbate IBS
symptoms—especially these rich in fermentable oligosaccharides, disaccharides, monosaccharides and polyols (FODMAPs)
such as legumes, vegetables, fatty foods, artificial sweeteners,
stone fruits and lactose-containing foods [83]. Gut microbiota is
responsible for FODMAPs breakdown to gases (methane and
hydrogen) [84]. According to investigations weak absorption of
these gases is believed to cause bloating symptoms and abdominal discomfort in about 70% of IBS patients [85, 86]. What is more,
FODMAPs due to increasing osmotic pressure may be responsible
for GI distension and alternation in gut motility [1]. They also have
impact on the GI endocrine cells which adjust GI motility and processes of secretion and absorption due to 5HT release [87].
Gluten is another diet component which is believed to cause
changes in the gut physiology. Investigations revealed that consuming products with gluten caused symptoms such as abdominal pain in IBS patients diagnosed negatively for celiac disease.
This condition is called “non-celiac gluten sensitivity” (NCGS)
and may be the reason for IBS-like symptoms development [88].
Another proof of association between gluten and IBS symptoms
was provided by the study in which mucosal permeability
occurred to be elevated in IBS-D patients on gluten containing
diet, contrary to a part of group on gluten-free diet [89].
Although diet clearly seems to be connected with IBS symptoms genesis, it may also be used for managing IBS, for example
through low-FODMAP content. These aspects will be discussed
specifically in further chapters.
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Conclusions
All things considered, it seems clear that IBS is a condition
connected with many factors such as genetic predisposition,
stress, anxiety, food intolerance, changes in gut-brain axis and
GI impairments which overall make it a heterogenous disorder.
Pathogenesis also involves alternation in gut microbiota (dysbiosis), changes in gut motility and permeability, low-grade mucosal
inflammation and immune activation. Highlighting a specific factor as a main and leading aspect in IBS pathophysiology is troublesome and questionable. Moreover, mentioned factors require
further investigation in order to provide more useful information
on the origin of IBS and to identify potential triggers of the disease, so that specific treatment could be designed and used to
help patients dealing with this disorder.
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Guilarte M, Guilá M, De Torres I, Azpiroz F, Santos J, Vicario M. Diarrhoeapredominant irritable bowel syndrome: an organic disorder with structural
abnormalities in the jejunal epithelial barrier. Gut 2013;62:1160–8. https://
doi.org/10.1136/gutjnl-2012-302093.

Chapter 2 Pathogenesis of irritable bowel syndrome

[51] Clemente JC, Ursell LK, Parfrey LW, Knight R. The impact of the gut microbiota
on human health: an integrative view. Cell 2012. https://doi.org/10.1016/j.
cell.2012.01.035.
n C, Vebø HC, Sekelja M, Hegge FT, Karlsson MK, Ciemniejewska E,
[52] Case
Dzankovic S, Frøyland C, Nestestog R, Engstrand L, Munkholm P,
€
n M, Ohman
Nielsen OH, Rogler G, Simre
L, Vatn MH, Rudi K. Deviations in
human gut microbiota: a novel diagnostic test for determining dysbiosis in
patients with IBS or IBD. Aliment Pharmacol Ther 2015;42:71–83. https://
doi.org/10.1111/apt.13236.
chine A, Raoult D, Drancourt M. High prevalence of
[53] Dridi B, Henry M, El Khe
Methanobrevibacter smithii and Methanosphaera stadtmanae detected in the
human gut using an improved DNA detection protocol. PLoS One 2009;4.
https://doi.org/10.1371/journal.pone.0007063.
€ckhed F, Fraser CM, Ringel Y, Sanders ME, Sartor RB, Sherman PM,
[54] Ba
Versalovic J, Young V, Finlay BB. Defining a healthy human gut microbiome:
current concepts, future directions, and clinical applications. Cell Host
Microbe 2012. https://doi.org/10.1016/j.chom.2012.10.012.
[55] Gill SR, Pop M, DeBoy RT, Eckburg PB, Turnbaugh PJ, Samuel BS, Gordon JI,
Relman DA, Fraser-Liggett CM, Nelson KE. Metagenomic analysis of the
human distal gut microbiome. Science 2006;312:1355–9. https://doi.org/
10.1126/science.1124234.
€ J, Immonen O, Kekkonen R, Lahti L,
[56] Jalanka-Tuovinen J, Salonen A, Nikkila
Palva A, de Vos WM. Intestinal microbiota in healthy adults: temporal analysis
reveals individual and common core and relation to intestinal symptoms.
PLoS One 2011;6. https://doi.org/10.1371/journal.pone.0023035.
[57] Parkes GC, Rayment NB, Hudspith BN, Petrovska L, Lomer MC, Brostoff J,
Whelan K, Sanderson JD. Distinct microbial populations exist in the
mucosa-associated microbiota of sub-groups of irritable bowel syndrome.
Neurogastroenterol Motil 2012;24:31–9. https://doi.org/10.1111/j.13652982.2011.01803.x.
€rnblom H, Brazeilles R, Cools-Portier S, Dore
 J, Sto
€rsrud S,
[58] Tap J, Derrien M, To
€
 B, Ohman
Le Neve
L, Simren M. Identification of an intestinal microbiota signature associated with severity of irritable bowel syndrome. Gastroenterology
2017;152:111–23. e8, https://doi.org/10.1053/j.gastro.2016.09.049.
[59] Bellini M, Gambaccini D, Stasi C, Urbano MT, Marchi S, Usai-Satta P. Irritable
bowel syndrome: a disease still searching for pathogenesis, diagnosis and therapy. World J Gastroenterol 2014. https://doi.org/10.3748/wjg.v20.i27.8807.
€rvi J, Salonen A, Immonen O, Garsed K, Kelly FM,
[60] Jalanka-Tuovinen J, Saloja
Zaitoun A, Palva A, Spiller RC, De Vos WM. Faecal microbiota composition
and host-microbe cross-talk following gastroenteritis and in postinfectious
irritable bowel syndrome. Gut 2014;63:1737–45. https://doi.org/10.1136/
gutjnl-2013-305994.
[61] Tana C, Umesaki Y, Imaoka A, Handa T, Kanazawa M, Fukudo S. Altered profiles of intestinal microbiota and organic acids may be the origin of symptoms
in irritable bowel syndrome. Neurogastroenterol Motil 2010;22. https://doi.
org/10.1111/j.1365-2982.2009.01427.x.
[62] Pimentel M, Lin HC, Enayati P, Van Den Burg B, Lee HR, Chen JH, Park S,
Kong Y, Conklin J. Methane, a gas produced by enteric bacteria, slows intestinal transit and augments small intestinal contractile activity. Am J Physiol Gastrointest Liver Physiol 2006;290. https://doi.org/10.1152/ajpgi.
00574.2004.
[63] Jahng J, Jung IS, Choi EJ, Conklin JL, Park H. The effects of methane and
hydrogen gases produced by enteric bacteria on ileal motility and colonic
transit time. Neurogastroenterol Motil 2012;24. https://doi.org/10.1111/
j.1365-2982.2011.01819.x.

23

24

Chapter 2 Pathogenesis of irritable bowel syndrome

[64] Kalantar JS, Locke GR, Zinsmeister AR, Beighley CM, Talley NJ. Familial aggregation of irritable bowel syndrome: a prospective study. Gut 2003;52. 1703–7.
https://doi.org/10.1136/gut.52.12.1703.
€ m M, Nag A, Hadizadeh F, Zheng T, Cenit MC, Tigchelaar E,
[65] Bonfiglio F, Henstro
Williams F, Reznichenko A, Ek WE, Rivera NV, Homuth G, Aghdassi AA,
€nnikko
€ M, Karhunen V, Bujanda L, Rafter J, Wijmenga C,
Kacprowski T, Ma
Ronkainen J, Hysi P, Zhernakova A, D’Amato M. A GWAS meta-analysis from
5 population-based cohorts implicates ion channel genes in the pathogenesis
of irritable bowel syndrome. Neurogastroenterol Motil 2018;30:https://doi.
org/10.1111/nmo.13358.
€ m M, Diekmann L, Bonfiglio F, Hadizadeh F, Kuech EM, Von Ko
€ ckritz[66] Henstro
Blickwede M, Thingholm LB, Zheng T, Assadi G, Dierks C, Heine M, Philipp U,
Distl O, Money ME, Belheouane M, Heinsen FA, Rafter J, Nardone G, Cuomo R,
Usai-Satta P, Galeazzi F, Neri M, Walter S, Simren M, Karling P, Ohlsson B,
Schmidt PT, Lindberg G, Dlugosz A, Agreus L, Andreasson A, Mayer E,
Baines JF, Engstrand L, Portincasa P, Bellini M, Stanghellini V, Barbara G,
Chang L, Camilleri M, Franke A, Naim HY, D’Amato M. Functional variants
in the sucrase-isomaltase gene associate with increased risk of irritable bowel
syndrome. Gut 2018;67:263–70. https://doi.org/10.1136/gutjnl-2016-312456.
€ m M, Hadizadeh F, Beyder A, Bonfiglio F, Zheng T, Assadi G, Rafter J,
[67] Henstro
Bujanda L, Agreus L, Andreasson A, Dlugosz A, Lindberg G, Schmidt PT,
Karling P, Ohlsson B, Talley NJ, Simren M, Walter S, Wouters M, Farrugia G,
D’Amato M. TRPM8 polymorphisms associated with increased risk of IBS-C
and IBS-M. Gut 2017;66:1725–7. https://doi.org/10.1136/gutjnl-2016-313346.
[68] Piche T, Barbara G, Aubert P, Bruley des Varannes S, Dainese R, Nano JL,
Cremon C, Stanghellini V, De Giorgio R, Galmiche JP, Neunlist M. Impaired
intestinal barrier integrity in the colon of patients with irritable bowel syndrome: involvement of soluble mediators. Gut 2009;58:196–201. https://doi.
org/10.1136/gut.2007.140806.
[69] Qin HY, Cheng CW, Tang XD, Bian ZX. Impact of psychological stress on irritable bowel syndrome. World J Gastroenterol 2014. https://doi.org/10.3748/
wjg.v20.i39.14126.
 M, Barbara G, Flint HJ, Spiegel BMR, Spiller RC, Vanner S, Verdu EF,
[70] Simren
Whorwell PJ, Zoetendal EG. Intestinal microbiota in functional bowel disorders: a Rome foundation report. Gut 2013. https://doi.org/10.1136/gutjnl2012-302167.
[71] Beatty JK, Bhargava A, Buret AG. Post-infectious irritable bowel syndrome:
mechanistic insights into chronic disturbances following enteric infection.
World J Gastroenterol 2014. https://doi.org/10.3748/wjg.v20.i14.3976.
[72] Thabane M, Kottachchi DT, Marshall JK. Systematic review and metaanalysis: the incidence and prognosis of post-infectious irritable bowel syndrome. Aliment Pharmacol Ther 2007;26:535–44. https://doi.org/10.1111/
j.1365-2036.2007.03399.x.
€ rnquist E, Brummer RJ.
[73] Sundin J, Rangel I, Kumawat AK, Hultgren-Ho
Aberrant mucosal lymphocyte number and subsets in the colon of postinfectious irritable bowel syndrome patients. Scand J Gastroenterol
2014;49:1068–75. https://doi.org/10.3109/00365521.2014.926982.
[74] Hughes PA, Moretta M, Lim A, Grasby DJ, Bird D, Brierley SM, Liebregts T,
Adam B, Ashley Blackshaw L, Holtmann G, Bampton P, Hoffmann P,
Andrews JM, Zola H, Krumbiegel D. Immune derived opioidergic inhibition
of viscerosensory afferents is decreased in irritable bowel syndrome
patients. Brain Behav Immun 2014;42:191–203. https://doi.org/10.1016/j.
bbi.2014.07.001.
€rnquist E, De
[75] Sundin J, Rangel I, Fuentes S, Heikamp-De Jong I, Hultgren-Ho
Vos WM, Brummer RJ. Altered faecal and mucosal microbial composition in

Chapter 2 Pathogenesis of irritable bowel syndrome

[76]

[77]

[78]

[79]

[80]
[81]

[82]

[83]

[84]

[85]

[86]

[87]
[88]

[89]

post-infectious irritable bowel syndrome patients correlates with mucosal
lymphocyte phenotypes and psychological distress. Aliment Pharmacol Ther
2015;41:342–51. https://doi.org/10.1111/apt.13055.
Anitha M, Vijay-Kumar M, Sitaraman SV, Gewirtz AT, Srinivasan S. Gut
microbial products regulate murine gastrointestinal motility via toll-like
receptor 4 signaling. Gastroenterology 2012;143. https://doi.org/10.1053/j.
gastro.2012.06.034.
Matricon J, Meleine M, Gelot A, Piche T, Dapoigny M, Muller E, Ardid D.
Review article: associations between immune activation, intestinal permeability and the irritable bowel syndrome. Aliment Pharmacol Ther 2012.
https://doi.org/10.1111/apt.12080.
Halpin SJ, Ford AC. Prevalence of symptoms meeting criteria for irritable
bowel syndrome in inflammatory bowel disease: systematic review and
meta-analysis. Am J Gastroenterol 2012. https://doi.org/10.1038/
ajg.2012.260.
Sainsbury A, Sanders DS, Ford AC. Prevalence of irritable bowel syndrometype symptoms in patients with celiac disease: a meta-analysis. Clin Gastroenterol Hepatol 2013. https://doi.org/10.1016/j.cgh.2012.11.033.
Ford AC, Lacy BE, Talley NJ. Irritable bowel syndrome. N Engl J Med 2017.
https://doi.org/10.1056/NEJMra1607547.
Choghakhori R, Abbasnezhad A, Hasanvand A, Amani R. Inflammatory cytokines and oxidative stress biomarkers in irritable bowel syndrome: association
with digestive symptoms and quality of life. Cytokine 2017;93:34–43. https://
doi.org/10.1016/j.cyto.2017.05.005.
Chey WD. Food: the main course to wellness and illness in patients with irritable bowel syndrome. Am J Gastroenterol 2016. https://doi.org/10.1038/
ajg.2016.12.
Shepherd SJ, Parker FC, Muir JG, Gibson PR. Dietary triggers of abdominal
symptoms in patients with irritable bowel syndrome: randomized placebocontrolled evidence. Clin Gastroenterol Hepatol 2008;6:765–71. https://doi.
org/10.1016/j.cgh.2008.02.058.
Eswaran SL, Chey WD, Han-Markey T, Ball S, Jackson K. A randomized controlled trial comparing the low FODMAP diet vs. modified NICE guidelines
in US adults with IBS-D. Am J Gastroenterol 2016;111:1824–32. https://doi.
org/10.1038/ajg.2016.434.
€ hn L, Sto
€ rsrud S, Liljebo T, Collin L, Lindfors P, To
€rnblom H, Simre
n M. Diet
Bo
low in FODMAPs reduces symptoms of irritable bowel syndrome as well as
traditional dietary advice: a randomized controlled trial. Gastroenterology
2015;149:1399–407. e2, https://doi.org/10.1053/j.gastro.2015.07.054.
Staudacher HM, Lomer MCE, Anderson JL, Barrett JS, Muir JG, Irving PM,
Whelan K. Fermentable carbohydrate restriction reduces luminal bifidobacteria and gastrointestinal symptoms in patients with irritable bowel syndrome. J Nutr 2012;142:1510–8. https://doi.org/10.3945/jn.112.159285.
El-Salhy M, Gundersen D. Diet in irritable bowel syndrome. Nutr J 2015;14.
https://doi.org/10.1186/s12937-015-0022-3.
Elli L, Branchi F, Tomba C, Villalta D, Norsa L, Ferretti F, Roncoroni L,
Bardella MT. Diagnosis of gluten related disorders: celiac disease, wheat
allergy and non-celiac gluten sensitivity. World J Gastroenterol
2015;21:7110–9. https://doi.org/10.3748/wjg.v21.i23.7110.
Vazquez-Roque MI, Camilleri M, Smyrk T, Murray JA, Marietta E, O’Neill J,
Carlson P, Lamsam J, Janzow D, Eckert D, Burton D, Zinsmeister AR.
A controlled trial of gluten-free diet in patients with irritable bowel
syndrome-diarrhea: effects on bowel frequency and intestinal function.
Gastroenterology 2013;144. https://doi.org/10.1053/j.gastro.2013.01.049.

25

