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Disclaimer

* Information in this presentation is not intended, in itself,
to diagnose, treat, reverse, cure, or prevent any
disease. While this presentation is based on medical
literature, findings, and text, The following statements
have not been evaluated by the FDA.

e The information provided in this presentation is for your
consideration only as a practicing health care
provider. Ultimately you are responsible for exercising
professional judgment in the care of your own patients.
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Irritable bowel syndrome (IBS) and inflammatory bowel disease (IBD) are gastrointestinal (GI) disorders
that are associated with abdominal pain, alteration in bowel habits, relapsing-and-remitting courses, and
psychological distress [1]. In comparison to IBS in which disease severity is usually based on patient
reported symptoms, current research in IBD has focused on the use of serum, fecal, and colonic mucosal
inflammatory biomarkers as surrogates for disease severity [2-4]. Relatively less studied are patient-
reported severity of GI symptoms between these groups and the general population (GP).

IBS is a functional bowel disorder in which abdominal pain is associated with changes in bowel habits and
disordered defecation. It occurs in 10-20% of the general population and is more predominant in women
and those with underlying psychological comorbidities or co-existing functional disorders [5-7]. The
etiology of IBS is multifactorial but the pathogenesis is thought to be due to dysregulated brain-gut
interactions in which peripheral and central sensitization can occur. Central sensitization at the spinal cord
and brain level is associated with increased activation in brain regions involved in emotional arousal and
pain modulation [8].
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Crohn's disease (CD) and ulcerative colitis (UC) are chronic immune-mediated disorders classified as
inflammatory bowel diseases (IBDs) that affect less than 1% of the US population [9]. Increased prevalence
is seen in genetically predisposed individuals and certain ethnic groups. These diseases are thought be
caused by chronic dysregulation of mucosal immune function and therapies directed against suppression or
modulation of inflammation are generally effective.

Although the extent to which these disease processes have overlapping pathologies is controversial [10],
traditional thinking attributes the etiology of pain in IBD to objective inflammatory changes within the
bowel as well as associated complications. It is commonly assumed that worsened symptom severity
correlates with increased prevalence of inflammatory lesions and complications, however this simplistic
view of pain pathogenesis does not account for the fact that patients with IBS often will have similar
complaints without objective disease pathology. While IBS and IBD have both been associated with worse
general health-related quality of life (HRQOL) [11], it is unclear the extent that specific GI symptoms affect
patients. GI symptom questionnaires such as the Gastrointestinal Symptom Rating Scale (GSRS) and
Quality of Life in Reflux and Dyspepsia (QOLRD), which measure the degree of GI symptom discomfort,
have been developed but have only been evaluated in patients with reflux disease and IBS and may not be
applicable to a wider range of GI disorders and the GP [12-15].
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The greater GI symptom severity seen in IBS patients is likely multifactorial. Patients’ illness experience
reflects upon how they perceive their sickness in the context of psychosocial and demographic conditions
[31]. IBS is a stress-sensitive disorder in which stress i1s associated with enhanced colonic motility and
enhanced visceral perception [32-33]. Hypervigilance, an increased attention to noxious stimuli, or an
increased tendency to report sensations as bothersome has been demonstrated in IBS [34]. In fact, patients
with UC in remission with IBS symptoms were found to have worse GI symptoms, psychological distress
and poorer physical and mental quality of life than patients with UC in remission without IBS [35].
Although not directly examined in this study, these neurobiological and behavioral changes may explain
why there is significantly greater severity of GI symptoms in IBS than IBD and the GP. Prior brain imaging
studies have suggested that patients with IBS have increased activation of limbic and paralimbic circuits
involved with emotional stress and pain, while patients with ulcerative colitis and healthy controls show an
inhibition of these central pathways [36]. This is supported clinically by the fact that IBD patients showing
mild inflammation of their disease have rectal hyposensitivity (i.e., lower sensitivity) when undergoing
rectal distention studies compared to IBS patients [37].
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Prior studies have demonstrated that up to 30-40% of patients with IBS will also report coexisting
symptoms of GER [39-40], but the prevalence of IBD patients reporting GER symptoms has not been well
studied. In the GP, the prevalence of GER ranges from 10-20% in Western populations [41]. A possible
explanation for the decreased upper GI symptom severity in IBD patients is that that IBD is predominantly
a disease that affects the distal bowel (ileum and colon) with rare involvement of the upper gastrointestinal
tract, and in comparison, these patients may experience relatively less severe upper tract symptoms when
contrasted to their severity of their lower GI symptoms. Evidence supporting this is based on prior studies
demonstrating individuals distracted from pain will often report diminished pain severity [42-43]. This
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