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Abstract 

Background: Self-reported food hypersensitivity remains unexplained in most cases. 

Abdominal symptoms, typically consistent with the irritable bowel syndrome (IBS), 

are common in patients with such unexplained, self-reported food hypersensitivity. 

The etiology is obscure. 

Aim: The overall objective of the present study was to investigate possible 

mechanisms of postprandial abdominal symptom generation. A main purpose was to 

explore whether and how ingestion of low-digestible carbohydrates act as abdominal 

symptom triggers in patients with unexplained, self-reported food hypersensitivity.

Main results: The findings can be summarized as follows:

In study I, fructose-sorbitol malabsorption evoked more symptoms in patients with 

unexplained, self-reported food hypersensitivity than in healthy controls. Alterations 

in intestinal gas production and secretion of so-called ileal brake hormones 

(glucagon-like peptide 1 (GLP-1) and peptide YY (PYY)) could not be demonstrated.

In study II, serum levels of chromogranin A (CgA) were found to be lower in patients 

with unexplained, self-reported food hypersensitivity than in healthy controls.

In study III, lactulose malabsorption evoked more symptoms in patients with 

unexplained, self-reported food hypersensitivity than in healthy controls. The 

symptoms could not be fully explained by symptom anticipation, because lactulose 

induced more symptoms than placebo (glucose). Associated alterations in intestinal 

gas production and rectal levels of prostaglandin E2 (PGE2) and microbial 

fermentation products could not be demonstrated.

In study IV, mechanisms of diarrhoea in a mouse model of food allergy were 

investigated. Changes within the jejunum were demonstrated in the food allergic 

mice, with development of muscular hypocontractility, increased levels of cytokines 

IL-4 and IL-6 and high numbers of mast cells.
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In study V, fecal levels of short-chain fatty acids (SCFA) were investigated, and the 

profile was different between patients with unexplained, self-reported food 

hypersensitivity and healthy controls. Increased proportions of butyric acid were 

demonstrated in the patient group, particularly in individuals with severe symptoms.

Conclusion: Taken together, the results suggest that intolerance to low-digestible 

carbohydrates plays an important role in abdominal symptom generation in patients 

with unexplained, self-reported food hypersensitivity. Disturbances of intestinal 

motility may contribute to gastrointestinal symptom development by increasing the 

amount of malabsorbed carbohydrates. Altered intestinal fermentation is a potential 

cause of the patients’ unexplained symptoms.
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1. Introduction 

1.1 Background 

Adverse reactions to food have probably always been recognized and feared by man 

[1]. Food hypersensitivity is common, but whereas up to 35% of the general 

population in Western countries suspect themselves to be food allergic [2], double-

blind placebo-controlled food challenge (DBPCFC) – the “gold standard” diagnostic 

test – can only verify reactions in response to specific foods in 1-2% [3;4]. The 

discrepancy between self-reported and medically confirmed food hypersensitivity 

(fig. 1) poses a great challenge for both patients and doctors, and a better 

understanding of the phenomenon is clearly needed.

������� 	
� ��������	�
��� �		�� 
���������
���
�� ��� �	��	�� ��� 

�� �������� �	����
�	��� ��
� ��������
����������������	�
�������������
��
�	�����

����

	���

This thesis will focus on pathogenetic aspects of unexplained, self-reported food 

hypersensitivity in adults, with emphasis on gastrointestinal symptom development. 
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Although the proposed classification may seem logical and theoretically simple, 

diagnosing food hypersensitivity can be a demanding and complicated task in clinical 

practice. In fact, self-reported or perceived food hypersensitivity remains unexplained 

in most cases, despite extensive medical examinations. This group is conceivably 

“heterogenous”, but there are currently no convincing diagnostic methods to 

distinguish between different underlying etiologies. Various names have been applied 

to describe these ”problem patients”, such as ‘pseudo-allergy’ [8], ‘psychological 

food intolerance’ [9], ‘psychosomatic food adverse reactions’ [10], and ‘subjective 

food hypersensitivity’ [11].’Unexplained, self-reported food hypersensitivity’, albeit 

somewhat cumbersome, is presumably an informative and neutral term, and will be 

used in this thesis. 

1.3 Symptomatology 

Unexplained, self-reported food hypersensitivity may be regarded as a functional 

somatic syndrome [12], in which medically unexplained physical symptoms are 

ascribed or attributed by the patients to intake of certain foods. The clinical 

presentation may be different from that of patients with medically confirmed food 

allergy [13]. The symptoms are typically vague and diffuse, multisystemic and 

chronic, and commonly attributed to intake of staple foods, most often fruits, 

vegetables, cereals and milk [14;15]. Patients with unexplained, self-reported food 

hypersensitivity also report reacting to more food items than patients with confirmed 

food allergy [14]. Psychiatric comorbidity is common [16] and health-related quality 

of life is considerably impaired [17], at least in a specialist health care setting. 

Gastrointestinal symptoms seem to predominate [13], and the patients often complain 

of bloating, abdominal discomfort and disordered bowel habits (fig. 3).
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The abdominal symptoms are typically chronic or recurrent, and in most cases 

consistent with the criteria for irritable bowel syndrome (IBS) [15]. Vice versa, self-

reported food hypersensitivity is common in patients with IBS [20;21]. The IBS 

diagnosis labels a clinical phenotype, a constellation of symptoms that may have 

many causes. Although postprandial worsening of symptoms is not included in the 

current Rome consensus-based criteria for IBS [22], prospective symptom recording 

has shown that pain is temporally related to eating [23], and fasting may relieve the 

symptoms [24]. IBS due to possible food intolerance has recently been suggested as a 

separate entity [25], but whether patients with food-related IBS represent a discrete 

IBS subgroup or only differ from other IBS patients in terms of symptom 

interpretation, still remains unsettled. 
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1.3.1 Role of low-digestible carbohydrates 

The occurrence of food-related or postprandial symptoms in patients with functional 

gastrointestinal disorders typically involves many food items, and is therefore often 

interpreted as an expression of a generalized and unspecific sensitivity to meals, 

regardless of composition [20]. However, this may also reflect a propensity to react to 

categories of nutrients rather than specific epitopes. As such, carbohydrate-rich foods 

are particularly incriminated by the patients [14;15;20;21]. Indeed, a causal 

relationship between intake of heavily absorbable carbohydrates and chronic 

abdominal distress was suspected by physicians in the beginning of the last century – 

a phenomenon described as ‘Gährungsdyspepsie’ by Schmidt & Strasburger in 1901 

[26], and ‘Intestinal carbohydrate dyspepsia’ by Hurst & Knott in 1932 [27]. These 

conditions were once recognized by highly respected clinicians [28], but fell into 

disrepute in the early 1970s, seemingly because high fiber diets became fashionable 

around that time [29]. 

Low-digestible carbohydrates (LDC) can be defined as carbohydrates that are 

incompletely or not absorbed in the small intestine, and are totally or partly fermented 

in the large bowel [30]. The term LDC thus covers both complex carbohydrates 

(resistant starches and non-starch polysaccharides (dietary fibers)) [31] and a group 

of heavily absorbable short-chain carbohydrates denoted by Gibson & Shepherd as 

FODMAP (fermentable oligosaccharides, disaccharides, monosaccharides and 

polyols) [32]. The usefulness of the term LDC may be debated, since individual LDC 

have different physiochemical characteristics and may differ in propensity to induce 

abdominal symptoms [33]. Nevertheless, the consequence of carbohydrate 

malabsorption seems to be a general, dose-dependent and additive phenomenon, 

seemingly reflecting some shared, group-based properties of all fermentable 

carbohydrates that escape small intestinal absorption [34]. Although there is evidence 

to suggest that ingestion of LDC is beneficial, LDC malabsorption seems to be poorly 

tolerated by some individuals [35-37]. The mechanisms behind such “symptomatic 

LDC malabsorption” or “LDC intolerance” are incompletely understood, and whether 
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it plays a role in patients with unexplained, self-reported food hypersensitivity 

remains to be shown. 

1.4 Pathophysiology 

Although the cause of the abdominal symptoms in patients with unexplained, self-

reported food hypersensitivity is unknown, a disturbance in one or more of the 

control systems that regulate gut behaviour is probably implicated. Numerous 

signalling networks, residing both inside and outside the digestive tract, must interact 

in order to control and coordinate the complex actions of the gastrointestinal effector 

tissues (i.e. glands, musculature and vasculature) (fig. 4). 
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The gastrointestinal tract is recognized as the largest endocrine [38] and immune [39] 

organ in the body. The enteric nervous system contains as many neurons as the spinal 

cord [40], and the gut lumen harbours an exceedingly complex microbial flora [41]. 

In addition, myriads of neural and humoral signals constitute an important, bi-

directional communication route between the brain and the gastrointestinal tract, the 

so-called brain-gut axis or gut-brain axis [42]. There is an extensive interplay 

between the neurological, immunological, endocrinological and microbiological 

components of the gastrointestinal tract. Intake of food affects all of these systems. 

1.4.1 Role of the central nervous system 

Physicians tend to consider psychological explanations when no organic pathology 

can be demonstrated. However, no illness exists in a vacuum, and “psychological 

factors” are always present. It has been stated that “the gastrointestinal tract is the 

primary battleground for the conflicts between the psyche and the soma” (quoted in 

[43]). Indeed, digestive problems have been associated with psychological 

disturbances for many centuries [44] – but what are the links? 

There are at least three, not necessarily mutually exclusive, possibilities: 

Psychological disturbances may 1) cause or exacerbate the illness, 2) be a 

consequence of the illness, or 3) influence symptom experience and interpretation, 

and thus determine illness behaviour. 

Classical studies of fistulous patients, by Willam Beaumont (1785-1853) on Alexis 

St. Martin (1794-1880) [45] and by Stewart Wolf (1914-2005) on Tom [46], 

demonstrated a direct effect of emotions on gastric physiology. Ivan Petrovich Pavlov 

(1849-1936) discovered a ‘psychogenic secretion’ mechanism of the digestive glands 

in dogs [47], and Walter Bradford Cannon (1871-1945) evoked inhibition of 

intestinal motility in cats by scaring them [48]. Modern stress research has revealed 

important pathways involved in this “top-down” communication. Through the 

autonomic nervous system (ANS) and the neurohumoral hypothalamic-pituitary-
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adrenal axis (HPA axis), stress exerts several well-documented effects on both 

intestinal and extra-intestinal functions [49]. Emotions modulate the response and 

specific affective states may elicit different gastrointestinal reactions [50;51], 

conceivably providing an explanation why intestinal transit tends to be faster in 

anxious patients and slower in depressed patients [52]. Acute stress induces 

alterations in gastrointestinal motility and sensitivity that may cause or exacerbate 

symptoms of functional gastrointestinal disorders; e.g. impaired gastric emptying [53] 

and accommodation [54] in functional dyspepsia, and accelerated small intestinal 

transit [55;56] and increased distal colonic motility [57] in IBS. However, the effects 

of chronic stress, which is often more relevant in a clinical setting, is less well 

characterized, at least in man. 

Extensive activation of cognitive networks, due to so-called cognitive-emotional 

sensitization, has been proposed to play an important role in the pathophysiology of 

unexplained, self-reported food hypersensitivity [11]. Conceivably, such central 

mechanisms may explain the generation of numerous vague and diffuse symptoms 

from several organ systems [58]. An old case study deserves to be mentioned here, as 

an example of “central sensitization” [59]: A 54 year old woman with a diagnosis of 

functional diarrhoea, attributed by herself to the ingestion of pork meat, was 

examined with x-rays. First, minced pork meat was added to the barium solution, but 

the patient did not know. She experienced no symptoms and the films were 

completely normal. Second, the investigation was done only with the barium solution, 

but in addition, the patient ate a small slice of roast pork. She then experienced strong 

abdominal pain, and changes in the mucosa and motor activity of the small intestine 

were seen on the films. A similar study, using balloons to assess gastric and duodenal 

contractions in a woman with perceived milk intolerance, was reported by Graham et 

al. [60]. To repeat such experiments with more refined techniques, e.g. 

transabdominal ultrasonography [61], would be interesting – especially since the 

concept of cognitive-emotional sensitization is based mainly on theoretical 

considerations [58]. 
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Philippe Pinel (1745-1826), known as the father of modern psychiatry, stated that 

“the primary seat of insanity generally is in the region of the stomach and intestines” 

(quoted in [62]). Psychological disturbances may evolve secondary to abdominal 

abnormalities, both as direct [63] and indirect [64] consequences. An important 

example is duodenal ulcer disease, once regarded as a prototypical psychosomatic 

disorder, in which measures of psychological distress normalize following eradication 

of Helicobacter pylori infection [65]. Cortical affective information processing can 

be modulated by signals originating in the gastrointestinal tract and conveyed to the 

nucleus tractus solitarii, both through the vagus nerves and the sacral spinal nerves 

[66]. Indeed, electrical stimulation of the vagus nerve is a promising treatment 

modality for patients with major depressive disorder [67]. Although the view that 

psychopathology is a direct cause of gastrointestinal perturbations is both provocative 

and controversial, emerging evidence from animal studies supports the notion [68-

71]. However, little is still known about such “bottom-up” influences in man [72;73]. 

The possibility that psychopathology pertains to illness behaviour rather than the 

abdominal symptoms per se, has been suggested [74-77]. Far from all subjects 

suffering from functional gastrointestinal disorders decide to consult a physician [78], 

and “consulters” seem to represent a self-selected group, in which psychopathology is 

more common than in “non-consulters”. Accordingly, psychiatric comorbidity is 

common in patients with unexplained, self-reported food hypersensitivity referred to 

a specialist health care centre [16], but seemingly not in a community [79] or a 

primary health care [80] setting. However, differences in assessment of 

psychopathology may also play a role, since one population-based study 

demonstrated high prevalences of mood and anxiety disorders in subjects with self-

reported allergies using structured psychiatric interviews [81]. 

Importantly, psychological factors do not seem to be major predictors of neither 

intestinal nor extra-intestinal symptom severity in patients with unexplained, self-

reported food hypersensitivity [82]. Psychological disturbances may, however, be 

related to a tendency to interpret symptoms as signs of food hypersensitivity. Having 

difficulties in identifying and expressing feelings, and thus realizing and 
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communicating psychological problems, conceivably influence attribution style [83]. 

Hence, psychological problems may be presented as food hypersensitivity [84]. 

Besides, somatic explanations are often regarded as more reputable than 

psychological explanations [85]. The belief that the problems are caused by food is 

probably reinforced and nourished by claims from media, alternative therapists and 

controversial scientists, as well as going through repeated medical investigations [86]. 

Simrén et al. [20] showed that IBS patients with anxiety had higher “food scores”, 

reflecting both the number of foods claimed to produce symptoms and the symptom 

severity, than IBS patients without anxiety. However, in a population-based study of 

subjects with IBS, Monsbakken et al. [21] found no correlation between numbers of 

food items related to abdominal symptoms and degree of psychopathology, as 

assessed by Hopkin Symptom Check List 10 scores. 

Hence, the role of psychological factors in unexplained, self-reported food 

hypersensitivity is obviously complex. The abdominal symptoms should not be 

regarded merely as “gutfelt emotions”, and a biopsychosocial approach is required. 

1.4.2 Role of the gut immune system 

In 1906 Baron von Pirquet (1874-1929) coined the term ‘Allergie’ to designate a 

‘changed reactivity’ induced by external agents (allos means ‘other’, and ergon

means ‘work’); originally a wide concept embracing both immunity and 

hypersensitivity [87]. The conventional Gell-Coombs classification recognizes four 

distinct types of immunological hypersensitivity reactions, denoted as types I, II, III 

and IV [88]. Type I responses are immediate reactions involving IgE-antibodies and 

mast cell degranulation, whereas type IV responses are delayed reactions involving T 

lymphocytes and cytokine production. Both mechanisms are of major clinical 

importance, but there is little evidence to suggest that type II (antibody-mediated 

cytotoxic hypersensitivity) or type III (immune complex-mediated hypersensitivity) 

responses are implicated in reactions towards foods [89]. 
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Classical IgE-mediated food allergy is characterized by rapid onset of typical 

symptoms (e.g. anaphylactic shock, asthma, angioedema, urticaria, pruritus, 

rhinorrhoea, vomiting, diarrhoea, abdominal pain), and positive sensitization tests 

(skin prick tests and/or systemic food-specific IgE antibodies) [90]. Conceivably, 

mechanisms involving IgE-antibodies and mast cell degranulation may also play a 

role in patients with unexplained, self-reported food hypersensitivity. As suggested 

by Lin et al. [91], local IgE-mediated reactions may be implicated. Indeed, an 

intestinal reaction resembling a typical food allergic response has been visualized in 

patients with unexplained, self-reported food hypersensitivity after intraduodenal 

adminstration of suspected allergens, using both endoscopic [92] and transabdominal 

[61] ultrasonography, as well as magnetic resonance imaging [93]. The intragastric 

allergen provocation test under endoscopic control (IPEC) [94], and the colonoscopic 

allergen provocation test (COLAP) [95], are examples of other potentially diagnostic 

methods. However, further validation is needed to establish the clinical utility of such 

provocation tests. 

Intriguingly, atopy may predispose for IBS. Atopy has been defined by the WAO [7] 

as ”a personal and/or familial tendency, usually in childhood or adolescence, to 

become sensitized and produce IgE antibodies in response to allergens, usually 

proteins”. ’Atopic IBS’ has recently been suggested as a new entity [96;97]. The 

view that ’atopic bowel’ may represent a discrete subgroup has been supported by 

Lillestøl et al. [98], who demonstrated that among patients with unexplained, self-

reported food hypersensitivity, subjects with atopy had higher counts of IgE-bearing 

mast cells in duodenal biopsies and higher values of intestinal permeability than 

subjects without atopy. Whether these observations have any clinical relevance 

requires further investigation, but mast cells coated with IgE antibodies are 

conceivably more reactive than mast cells without such ’arming’ [99]. 

Non-IgE-mediated food allergies are generally much more difficult to diagnose than 

IgE-mediated food allergies. Apart from celiac disease, such reactions are seldom 

recognized. Measurement of food-specific IgA and IgG levels to diagnose food 

hypersensitivity is controversial, as these antibodies appear to reflect a normal rather 
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than an allergic immune response to dietary antigen exposure [100]. Nevertheless, 

high levels of food-specific IgGs seem to be associated with gastrointestinal 

symptoms [101-103]. Lymphonodular hyperplasia – an endoscopic finding of 

uncertain clinical significance – may indicate delayed food allergy in children 

[104;105], and possibly also in adults [106;107]. The mucosal patch technique (MPT) 

[108], and measurement of B cell-activating factor (BAFF) [109] may provide future 

directions for detecting non-IgE mediated food allergies. 

The significance of immune-mediated food hypersensitivity in the pathophysiology 

of IBS remains elusive. Nevertheless, subclinical, low-grade, chronic inflammation 

seems to be of importance, especially in post-infectious forms of IBS [110]. The 

classical study of Chaudhary & Truelove, published in 1962 [111], is often 

recognized as the first description of post-infectious IBS. However, Stewart coined 

the term ‘post-dysenteric colitis’ in 1950 [112], and ‘post-acute infectious diarrhea’ 

was discussed and acknowledged as an etiological factor for functional diarrhoea at 

the 57th annual meeting of the American Gastroenterological Association in 1956 

[113]. Altered numbers of innate and adaptive immune cells, as well as changed 

levels of cytokines, have been demonstrated in blood samples and gut tissue 

specimens from patients with both post-infectious and non-postinfectious functional 

gastrointestinal disorders [114]. Animal studies have revealed important 

neuroimmune interactions with relevance for symptom generation [115]. 

Intestinal mast cells may be particularly involved in the pathophysiology of IBS 

[116]. These bone marrow-derived cells reside in the gut wall and are packed with 

granulae containing numerous chemical mediators, which are released upon 

activation. Although the classical activation of mast cells, by allergens crosslinking 

IgE antibodies bound to cell surface receptors on mast cells, provides a very powerful 

stimulus, mast cells are also activated by many other stimuli. Mast cells have direct 

contact with enteric nerve endings [117], and Santos et al. [118] demonstrated that 

mast cell mediators are released into the gut lumen during periods of cold pain-

induced stress. Furthermore, rodent studies have shown that the stressful event of 

maternal deprivation in early life leads to increased density of gut mucosal mast cells 
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[119]. Mast cell activation may also be implicated in other “hypersensitive” states, 

such as interstitial cystitis and asthma [120]. 

Hence, there is evidence to suggest that immunological mechanisms are implicated 

in the pathogenesis of unexplained, self-reported food hypersensitivity, at least in 

subsets of patients. As presently used diagnostic tests may be inadequate, further 

studies are needed. 

1.4.3 Role of the enteric nervous system 

In the mid-nineteenth century, large collections of nerve cells were discovered within 

the gut wall by Georg Meissner (1829-1905; plexus submucosus) and Leopold 

Auerbach (1828-1897; plexus myentericus) [121]. For a long time these ganglia were 

dismissed merely as parasympathetic relay stations. However, the enteric nervous 

system (ENS) contains both sensory and motor neurons, as well as interneurons and 

supportive glial cells, forming circuits that are able to process and integrate 

information independent of extrinsic innervation [122]. Hence, the ENS acts as a 

‘microcomputer’, popularly known as “the gut brain”, “the second brain” or “the 

brain gone south”. 

The ENS participates in the regulation of practically all gastrointestinal functions, and 

may thus play an important role in many digestive disorders, including adverse 

reactions to food. Interestingly, the gut seems to react to luminal threats (allergens, 

bacteria, viruses, parasites, toxins) in a stereotypical manner, suggesting that a 

general defense mechanism – a final common pathway – is involved in the response 

towards noxious substances. According to Wood [123], the ENS contains a neural 

pattern generator – an ‘enteric alarm program’ – that is turned on whenever certain 

material in the intestinal lumen is sensed and perceived as being foreign or harmful. 

Upon activation, a protective behaviour occurs, whereby the actions of the glands, 

musculature and vasculature are orchestrated by the ENS to eliminate the offending 

stimulus by rapid expulsion of the intestinal content, either rostrally (emesis) or 
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caudally (diarrhoea). Phylogenetically, this pre-programmed response is probably 

very old, and resembles other protective mechanisms, such as coughing and sneezing. 

Importantly, the enteric alarm program may also be activated by the central nervous 

system [123]. Intriguingly, the ultrasonographic findings by Arslan et al. [61;92;93] 

suggest that some patients with unexplained, self-reported food hypersensitivity are 

characterized by inappropriate activation of the enteric alarm program – either 

induced by peripheral (immunological) or central (cognitive-emotional) mechanisms. 

Alterations of gut motor and sensory functions seem to play an important role in the 

pathophysiology of IBS. Although gastrointestinal dysmotility and visceral 

hypersensitivity are complex phenomena, two recent studies suggest that ENS 

abnormalities may be particularly involved. First, studying full-thickness jejunal 

preparations, Törnblom et al. [124] demonstrated myenteric ganglionitis in patients 

with severe IBS, indicating that severe IBS may represent a mild form of enteric 

neuropathy. Second, Akbar et al. [125] observed increased numbers of TRPV1 

(transient receptor potential vanilloid type-1)-immunoreactive nerve fibers in mucosal 

rectosigmoid specimens from IBS patients – a possible neurobiological substrate for 

visceral hypersensitivity. These interesting findings are still preliminary observations, 

however, and further clarification is needed. 

Hence, unexplained, self-reported food hypersensitivity is probably not primarily a 

‘gut brain defect’. However, by means of its integrative functions, the ENS is likely 

involved in the generation of the patients’ gastrointestinal symptoms. 

1.4.4 Role of the enteroendocrine system 

Since Bayliss & Starling published their discovery of secretin in 1902 [126], a 

multitude of gut hormones has been characterized. Numerous enteroendocrine cells 

are dispersed among the absorbative enterocytes, and act as sensory transducers that 

“taste” the luminal content and translate this information into chemical messages. 
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These signals regulate several gastrointestinal functions and inform the brain about 

the state of the gut. 

Serotonin producing enterochromaffin cells (EC cells) constitute a major part of the 

enteroendocrine cell population. Indeed, most of the serotonin in the body is 

synthesized by these cells. In this regard, the name ‘enteramine’, as suggested by 

Erspamer in the 1930s, would have been a more appropriate term than ‘serotonin’ 

[127]. The EC cells have traditionally been conceived as “bottle-shaped” cells which 

empty their granular contents into the lamina propria. However, recent studies have 

revealed a neuron-like morphology [128] and ability of luminal secretion [129]. 

Serotonergic mechanisms seem to play an important role in functional gastrointestinal 

disorders [130]. Intriguingly, increased plasma serotonin concentrations have been 

demonstrated in patients with diarrhoea-predominant IBS following ingestion of a 

carbohydrate-rich meal [131], as well as after cold water intake [132]. However, as 

pointed out by Camilleri [133], peak serotonin levels were reached well after onset of 

the postprandial symptoms in both studies. Thus, the role of serotonin in unexplained, 

self-reported food hypersensitivity remains unclear. 

Apart from serotonin, abnormal levels of several regulatory gut peptides have been 

described in patients with functional gastrointestinal disorders. However, the results 

are generally inconsistent [134-137], and the clinical importance of the findings is 

still largely unknown [138]. Although some studies have investigated peptide release 

after different test meals, few investigators have attempted to relate the endocrine 

response with the potential of the test meal to induce postprandial symptoms. 

Chromogranins are stored and secreted together with amines and peptide hormones 

from the diffuse neuroendocrine system. These proteins serve as pro-hormones for a 

range of peptides with regulatory properties [139]. Interestingly, some of the peptides 

may be released into the gut lumen [140]. Fragments of chromogranins exert 

antimicrobial effects and may modulate gastrointestinal motility and sensitivity [141], 

but their potential role in functional gastrointestinal disorders is yet unknown. 
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Hence, disturbances of enteroendocrine pathways may play a role in patients with 

unexplained, self-reported food hypersensitivity. Specific nutrients stimulate 

different hormones, possibly explaining why some foods are better tolerated than 

others. However, studies adressing these aspects are still scarce. 

1.4.5 Role of the gut microbial flora 

The idea that the intestinal content can cause a number of physical and psychological 

ailments is very old [142]. Remedies to clean the bowel were used already in ancient 

Egypt, probably inspired by the peculiar behaviour of the ibis bird, as stated by 

Plinius (23-79 A.D.): “The bird which is called the ibis and which is a native of 

Egypt, by means of its hooked beak, laves the inside of his body by introducing water 

into the channel, by which it is especially necessary for health that the residuous food 

should be discharged” (quoted in [143]). Charles-Joseph Bouchard (1837-1915) 

wrote a book about ‘Auto-intoxication’ in 1894 [144], and the Royal Society of 

Medicine discussed the role of ‘Alimentary toxæmia’ at a symposium in 1913 [145]. 

Although these thoughts gradually fell into disrepute [146], new molecular methods 

to investigate the microbial ecology of the gut have been developed during the last 

decades [147], enabling scientists to revisit and renew old concepts [148]. 

The human body contains about 10 times more microbes than human cells, and the 

gut harbours around 1000 different bacterial species [149]. Regarding its size and 

metabolic activity, the “microbe organ” is comparable to the liver [150]. 

Communication between microbiota and their hosts has been denoted as “inter-

kingdom signalling”, and constitute a promising research area [151]. The gut 

microbial flora exerts several protective, structural and metabolic functions [41] and 

may be incriminated in a number of diseases, including allergy [152], adiposity [153] 

and autism [154]. However, our understanding of the complex gastrointestinal 

ecosystem is still in infancy. 
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Disturbances of the gut microbial flora, so-called “dysbioses” [155], are conceivably 

implicated in the pathogenesis of functional gastrointestinal disorders [156]. A 

number of epidemiological studies have demonstrated that gastrointestinal infections 

and antibiotic usage, factors that disturb the indigenous flora, may increase the risk of 

developing IBS [157]. Most clinical studies have focused on describing the 

composition of the fecal microbiota and testing the effect of more or less arbitrary 

“biotic” therapies (antibiotics, probiotics, prebiotics, synbiotics) in patients with IBS. 

Less effort has been put on mechanistic studies, i.e. understanding what the microbes 

do and how this may contribute to symptom generation [158]. 

The assumed primary function of the gut microbial flora is decomposition of 

otherwise indigestible food components by means of fermentation [159]. This is a 

critical part of the digestive process, not only in plant-eating animals (herbivores), but 

also in humans (omnivores). If nutrients entering the colon are not fermented by 

bacteria, calories will be lost in feces, together with water and electrolytes. Thus, the 

role of the colon as a ‘salvage organ’ [160] is dependent on microbes. In return, the 

microbes are offered stable food supplies and optimal housing conditions for growth 

and reproduction. Intestinal fermentation yields both gases (e.g. hydrogen, methane, 

carbon dioxide) and short-chain fatty acids (SCFA; e.g. acetic, propionic and butyric 

acids), and should normally take place mainly in the proximal colon. Excessive, 

impaired or altered fermentation, as well as fermentation in other parts of the 

gastrointestinal tract (i.e. small intestine, rectum), may cause symptoms. Such 

problems have been denoted as ‘enterometabolic disturbances’ by Hunter [161], and 

may be involved in the pathogenesis of meal-related, functional gastrointestinal 

disorders. 

Hence, the “microbe organ” is still largely a terra incognita. Disturbances of the 

gut microbial flora, and consequently, intestinal fermentation, may play a role in 

gastrointestinal symptom development in patients with unexplained, self-reported 

food hypersensitivity. 
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2. Aims of the study 

The overall objective of the present study was to investigate possible mechanisms of 

postprandial abdominal symptom generation. A main purpose was to explore whether 

and how ingestion of LDC act as abdominal symptom triggers in patients with 

unexplained, self-reported food hypersensitivity. 

The specific aims of the papers included in the thesis were: 

I  To assess the role of fructose-sorbitol intolerance in patients with unexplained, 

self-reported food hypersensitivity, and evaluate whether the abdominal 

symptoms are related to excessive intestinal gas production or disturbances of 

ileal brake hormone secretion. 

II To explore whether patients with unexplained, self-reported food 

hypersensitivity have abnormal circulating levels of CgA. 

III To evaluate whether abdominal symptoms induced by lactulose ingestion in 

patients with unexplained, self-reported food hypersensitivity are related to 

intestinal fermentation, measured as intestinal gas excretion in breath samples 

and microbial fermentation products in rectal dialysates, or merely reflect 

symptom anticipation. 

IV To investigate mechanisms of diarrhoea in a mouse model of food allergy. 

V To explore whether the gut microbial flora has abnormal functions in patients 

with unexplained, self-reported food hypersensitivity. 
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3. Materials and methods 

An overview of the procedures will be outlined in the following section. 

Methodological details are described in the separate papers. 

3.1 Clinical studies 

3.1.1 Patients 

Consecutive patients with abdominal symptoms refereed to Haukeland University 

Hospital for investigation of self-reported food hypersensitivity were asked to 

participate in the study. All patients underwent an extensive, multidisciplinary 

investigation program by a devoted team of clinical specialists (the ”MAI group”; 

Norwegian abbreviation for ’Matallergi og -intoleranse’; ’Food allergy and 

intolerance’). Food allergies were excluded by allergological examinations, including 

careful history-taking and evaluation of immunological sensitization towards 

suspected food items by using skin-prick tests and measurements of food-specific IgE 

antibodies. Successive dietary trials were performed by a dietician, and began with an 

open elimination of the most strongly suspected food item from the diet for 2–3 

weeks. If this led to symptomatic improvement, an open provocation test was 

performed, and if positive, a DBPCFC with the same food item was done. Organic 

gastrointestinal diseases were excluded by gastroenterological examinations, 

including upper endoscopy with duodenal biopsies (to diagnose celiac disease), and 

measurement of intestinal permeability. Colonoscopy was performed when indicated, 

i.e. if fecal calprotectin was elevated and/or if inflammatory bowel disease was 

suspected clinically. Initially, tests to diagnose lactase deficiency were performed 

routinely, but due to the low diagnostic yield [162], the test was soon abandoned. 

Exclusion criteria were age below 18 years, pregnancy or lactation, prior use (in the 

past 4 weeks) of antibiotics, confirmed food allergy and organic gastrointestinal 

diseases.
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3.1.2 Controls 

Healthy volunteers were recruited among the hospital staff and students at the 

University of Bergen. They were included if they considered themselves to be 

healthy, and were not otherwise examined. They were excluded if they had used 

antibiotics during the previous 4 weeks. 

3.1.3 Questionnaires 

IBS was diagnosed according to the Rome II criteria as follows [163]: 

”At least 12 weeks, which need not be consecutive, in the preceding 12 months of 

abdominal discomfort or pain that has two of three features: 

(1) Relieved with defecation; and/or 

(2) Onset associated with a change in frequency of stool; and/or 

(3) Onset associated with a change in form (appearance) of stool.”

Severity of habitual abdominal symptoms was assessed by using questionnaires 

developed by Kane et al. [18] (study I) and Francis et al. [19] (study III & V). 

Severity of symptoms following ingestion of carbohydrates was quantified by using 

scoring scales modified from Farup et al. [162] (study I & III). 

3.1.4 Breath tests 

Hydrogen and methane breath tests are based on the fact that there is no source for H2

or CH4 in man other than microbial fermentation [164]. These gases are thus 

exclusively produced within the gastrointestinal system and a certain proportion 

(approximately 60% [165]) is excreted into exhaled air from the lungs. As outlined in 

a recent consensus document [166], certain precautions prior to the procedure are 

neccessary, such as fasting and avoiding use of tobacco. In the present study, exhaled 

H2 and CH4 were assessed before and every 15 minutes for 3 hours after ingestion of 

a carbohydrate solution by using breath collection bags and a gas chromatograph 

from Quintron Instrument Company (WI, USA). In study I & II, a mixture of 25 g 
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fructose and 5 g sorbitol in 250 ml tap water was ingested. In study III, mixtures of 

10 g lactulose in 120 ml tap water and 10 g glucose in 120 ml tap water were 

ingested. Osmolality was measured in the carbohydrate solutions as follows (Fiske® 

Microsample Osmometer, Advanced Instruments Inc., Norwood, MA, USA): 

fructose-sorbitol – 714 mOsm/kg H2O; lactulose – 324 mOsm/kg H2O; glucose – 572 

mOsm/kg H2O. 

3.1.5 Blood samples 

Blood samples were analysed for GLP-1 and PYY at the Department of Biomedical 

Sciences, University of Copenhagen, Denmark (study I) and for CgA at the 

Department of Biological and Medical Psychology, University of Bergen, Norway 

(study II). The specimens were obtained by drawing blood through an intravenous 

cannula, allowing the subjects to acclimatize to the study protocol prior to 

commencing assessments. The importance of such a ’recovery period’ has recently 

been emphasized by Chandarana et al. [167]. 

3.1.6 Rectal dialysis 

In study III, in vivo rectal dialysis was employed. The principle behind the method 

was originally described in 1961 by Wrong et al. [168], and the technique has 

previously been used to examine a variety of clinical conditions, including 

assessments of SCFA [169], D- and L-lactate [170] and PGE2 [171]. As shown by 

Lauritsen et al. [171], a duration of 4 hours is required for the dialysate to reach 

equilibrium with the surrounding fluid. The dialysis bags (fig. 5) were made of 

cellulose membrane tubing (Visking code DVT12000.01.000; molecular weight cut-

off 12-14 kDa; Medicell International Ltd., London, UK), prepared by heating the 

membrane in a solution of 2% NaHCO3 and 1 mM EDTA at +80°C for 30 minutes. 

Twelve cm long dialysis bags were tied off and filled with 4 ml Rheomacrodex®

(10% dextran (mean molecular weight 40 kDa) in saline; Meda A/S, Norway). 

Dialysates were analysed for SCFA at the Department of Microbiology, Tumor and 

Cell Biology, Karolinska Institutet, Sweden, and for D- and L-lactate and PGE2 at the 

Institute of Medicine, University of Bergen, Norway. 



34

�������
�9
	
	����
�	�������
�����������������������$�

�:����;
�	����	���<�������
��
�	�����

����

	���

3.1.7 Fecal samples 

Stool collection may be challenging [172]. In study V, special plastic boxes were 

used (reg. codes 257077 and 257078, Coperate Express, Oslo, Norway). The upper 

edge of these boxes is equipped with a rim, making it easy to hold the box with both 

hands while defecating directly into it. The subjects were carefully instructed on how 

to perform this procedure, and were told to store the boxes at –20° C immediately 

after voiding feces. Stool samples were analysed for SCFA at the Department of 

Microbiology, Tumor and Cell Biology, Karolinska Institutet, Sweden. 
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3.2 Experimental animal study 

In study IV, an experimental mouse model of food allergy developed by Vaali et al. 

[173] was employed. A unique feature of this model is that no immunostimulatory 

adjuvants are used to induce the allergic response (adjuvants have been referred to by 

Charles A. Janeway Jr. (1943-2003) as “the immunologist’s dirty little secret”

(quoted in [174])). The protocol is outlined in figure 6. 

��������
�=�������		�����������	���/���
���
���	�
�����	����	
	�	���7	��
����	��1���3�����>������

Briefly, Balb/c mice are epicutaneously sensitized with ovalbumin (allergic mice) or 

sham-sensitized with saline (controls). After an immunological maturation period, 

needed to produce ovalbumin-specific IgE antibodies, both groups are thereafter 

challenged with intragastric administration of ovalbumin. If successful, the 

ovalbumin-sensitized mice, but not the sham-sensitized mice, develop diarrhea after 
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the sixth intragastric challenge, and thereafter repeatedly within 20 to 60 minutes 

after each intragastric challenge. 

In study IV, the mice were sacrificed 1 hour after the tenth intragastric challenge. 

Segments of jejunum were then obtained and the in vitro contractility of the circular 

musculature towards carbachol was studied in organ bath (fig. 7). Jejunal smooth 

muscle layer thickness and mucosal mast cell protease-1 (MMCP-1) positive cell 

density were assayed histologically. Serum MMCP-1 and immunoglobulins were 

measured by ELISA at the Institute of Medicine, University of Bergen, Norway, 

whereas mRNA expressions of IFN-�, IL-4, IL-6 and TGF�-1 from jejunal and ileal 

tissue segments were analyzed with quantitative real-time PCR at the Wihuri 

Research Institute, Helsinki, Finland. 
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3.3 Ethics 

The clinical studies (I, II, III, V) were approved by the Regional Committee for 

Medical Research Ethics and conducted according to the Declaration of Helsinki. The 

animal study (IV) was approved by the Norwegian Animal Research Authority and 

conducted according to the European Convention for the Protection of Vertebrates 

Used for Scientific Purposes. 

3.4 Statistics 

Data were analyzed using Graphpad Prism version 5 (Graphpad Software Inc., San 

Diego, CA, USA) and SPSS (version 14, SPSS Inc., Chicago, IL, USA). P-values less 

than 5% were considered as statistically significant. Details are described in the 

separate papers. 
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4. Results 

4.1 Study I 

Eighteen patients with unexplained, self-reported food hypersensitivity and 15 

healthy volunteers of similar age, gender and body mass index were included in the 

study. Sixteen of the 18 patients (89%) had IBS according to the Rome II criteria and 

habitual symptom scores were higher in patients than in controls (P < 0.0001). 

Following ingestion of a mixture of 25 g frucose and 5 g sorbitol, carbohydrate 

malabsorption, as defined by breath tests criteria, was demonstrated in 61% of the 

patients and in 73% of the controls. Nevertheless, the patients experienced 

significantly more symptoms following carbohydrate challenge, and 78% of the 

patients claimed that the challenge replicated their habitual gastrointestinal 

complaints. Patients classified as ‘malabsorbers’ experienced more symptoms than 

patients classified as ‘absorbers’ (P = 0.03). No significant differences in gas 

excretion or GLP-1 and PYY levels were found between patients and controls or 

between symptomatic and asymptomatic carbohydrate malabsorbers. A weak 

correlation between hydrogen excretion and PYY levels was demonstrated in non-

producers of methane. 

4.2 Study II 

The same subjects as in study I were investigated. Serum levels of CgA were 

significantly lower in patients with unexplained, self-reported food hypersensitivity 

than in healthy controls at baseline (P = 0.005), and after 60 and 180 minutes 

following fructose-sorbitol ingestion (P = 0.007 and P = 0.004, respectively). In 

addition, serum levels of CgA fell significantly from baseline to 180 minutes 

following fructose-sorbitol ingestion (P = 0.04 for patients and P = 0.01 for controls). 
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4.3 Study III 

Twenty-seven patients with unexplained, self-reported food hypersensitivity and 9 

healthy volunteers of similar age, gender and body mass index were included in the 

study. Twenty-five of the 27 patients (93%) had IBS according to the Rome II criteria 

and habitual symptom scores were higher in patients than in controls (P < 0.0001). 

Patients were examined twice, with ingestion of 10 g lactulose and 10 g glucose, 

given in random order and in a double-blinded fashion. Controls were examined only 

once, with 10 g lactulose. In patients, symptom scores following lactulose ingestion 

were significantly correlated to habitual symptom scores (r = 0.6, P = 0.001), and 

were significantly higher than after glucose ingestion (P = 0.01). Symptom scores 

following both lactulose and glucose ingestion were significantly higher in patients 

than in controls (P = 0.0007 and P = 0.03, respectively). Levels of SCFA, lactate and 

PGE2 in rectal dialysates were not significantly different after lactulose and glucose, 

or between patients and controls. Hydrogen excretion was not correlated with 

symptom scores. 

4.4 Study IV 

Eight Balb/c mice were sensitized towards ovalbumin (food allergic mice) and 5 

Balb/c mice were sham-sensitized with saline (control mice). Both groups were 

challenged with repeated intragastric administrations of ovalbumin, whereby 

diarrhoea developed in 5 of the 8 food allergic mice. Hypocontractility of the jejunal 

circular musculature in response to carbachol stimulation was demonstrated in the 

food allergic mice with diarrhoea. Food allergic mice had higher jejunal mRNA 

levels of cytokines IL-4 and IL-6 and increased numbers of jejunal mast cells 

compared to controls. Jejunal smooth muscle layer thickness and jejunal mRNA 

levels of IFN-� and TGF-�1 did not differ between the groups. Serum levels of 

ovalbumin-specific IgE antibodies were significantly correlated with numbers of 

jejunal mast cells (r = 0.879, P < 0.0001), as well as serum levels of MMCP-1 (r = 

0.863, P < 0.0001). 
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4.5 Study V 

Thirty-five patients with unexplained, self-reported food hypersensitivity and 15 

healthy volunteers of similar age, gender and body mass index were included in the 

study. Thirty-four of the 35 patients (97%) had IBS according to the Rome II criteria. 

Fecal concentrations and excretions (output) of SCFA were similar in patients and 

controls, but n-butyric acid comprised a higher (P = 0.035) and acetic acid a lower (P

= 0.012) proportion of total SCFA concentration in patients compared to controls. 

There were no significant correlations between habitual symptom scores and 

concentrations or excretions of individual or total SCFA, but the proportion of n-

butyric acid was significantly higher in patients with severe symptoms compared to 

patients with moderate symptoms (P = 0.016). 
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5. General discussion 

A main purpose of the present study was to explore whether and how ingestion of 

low-digestible carbohydrates (LDC) act as abdominal symptom triggers in patients 

with unexplained, self-reported food hypersensitivity. LDC provocation tests were 

thus used as tools to induce and study the pathophysiology of gastrointestinal 

symptoms, and this approach proved to be useful. In study I, intake of a heavily 

absorbable fructose and sorbitol mixture evoked more symptoms in patients than in 

controls, and although the prevalence of malabsorption was similar in these groups, 

patients classified as ‘malabsorbers’ experienced more symptoms than patients 

classified as ‘absorbers’. In study III, ingestion of the unabsorbable carbohydrate 

lactulose induced symptoms that resembled the patients’ habitual symptoms, both 

qualitatively and quantitatively, and these post-test symptoms were significantly 

worse than after ingestion of the easily absorbable carbohydrate glucose. The LDC-

induced symptoms were associated with fermentation as assessed by measurements 

of intestinal gas excretion in breath samples. However, the mechanisms whereby 

LDC malabsorption causes symptoms were not fully explained. Taken together, study 

I & III thus suggest that LDC malabsorption is an important prerequisite for LDC-

induced symptoms, but the pathophysiology remains unclear. 

Tolerance to LDC is influenced by a number of factors, including characteristics of 

the meal, the individual and the gut microbial flora (fig. 8) [30]. Some of these factors 

will be discussed in the following text, based on the results of study I-IV and the 

findings of others. 
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Disturbances of motility in the upper digestive tract may impair LDC absorption, and 

aspects of gastrointestinal motor function were specifically adressed in study I & IV. 

In study I, the so-called ‘ileal brake response’ was investigated. The aim was to 

explore whether altered blood levels of the ileal brake hormones glucagon-like 

peptide 1 (GLP-1) and peptide YY (PYY) could be related to symptoms following 

ingestion of a poorly absorbable mixture of fructose and sorbitol. The findings did not 

support this view, however, since similar responses were demonstrated between 

patients and controls, and among symptomatic and asymptomatic carbohydrate 

malabsorbers. Study I was originally planned to assess orocecal transit of the 

fructose-sorbitol mixture as well, by using a scintigraphic method developed by Read 

et al. [175]. Briefly, 20 MBq 99mTc-albumin-colloid (Nanocoll®) was added to the 
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carbohydrate solution, and radioactivity was measured every 15 minutes for 3 hours 

with a hand-held gammaprobe (codes 6150AD-17 (probe) and 6150AD-2 (dose rate 

meter); Automess GmbH, Ladenburg, Germany) positioned over a point 2 cm medial 

to the right anterior superior iliac spine, corresponding to the surface of the usual 

place of the cecum. However, this method proved to be inaccurate, and was therefore 

left out. Although study I failed to demonstrate altered functions of the endocrine L-

cells in patients with unexplained, self-reported food hypersensitivity, GLP-1-based 

treatments for patients with IBS have recently been suggested [176;177]. 

Furthermore, ileal brake hormones exert effects mainly on upper gastrointestinal 

motility, and altered secretions of GLP-1 and PYY may therefore be particularly 

involved in the pathophysiology of functional dyspepsia [178]. L-cell derived 

peptides may thus play a role in patients with functional gastrointestinal disorders that 

ought to be further elucidated. 

An additional assessment of the blood samples obtained in study I was subsequently 

published as a ‘Letter to the Editor’ in Scandinavian Journal of Gastroenterology

(study II). Serum levels of chromogranin A (CgA) were analyzed and found to be 

significantly lower in patients with unexplained, self-reported food hypersensitivity 

than in healthy controls. Fragments of CgA exert antimicrobial effects and may 

modulate gastrointestinal motility and sensitivity [141], but the clinical significance 

of low systemic levels of CgA remains to be clarified. Follow-up studies with 

emphasis on EC cell abnormalities [179] have been initiated, and will hopefully gain 

further insights into the potential role of CgA in patients with unexplained, self-

reported food hypersensitivity. 

In study IV, in vitro contractility of the circular smooth muscle layer was investigated 

in jejunal segments obtained from mice. The main purpose of the study was to 

investigate whether food allergy induces a non-allergen-specific disturbance of 

intestinal motility. A stable derivative of acetylcholine was used to test this 

hypothesis, since acetylcholine is the prinicipal neurotransmitter involved in intestinal 

smooth muscle contraction. The study demonstrated that specimens obtained from 

food allergic mice were less responsive to carbachol than specimens obtained from 
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control mice. This reduction of smooth muscle contractility was associated with – and 

possibly a consequence of [180] – increased levels of cytokines IL-4 and IL-6. 

Hypocontractility of the jejunal circular muscle layer conceivably causes a loss of 

intestinal tone, leading to a decrease of the intraluminal resistance and an increase of 

the flow of intestinal content [181]. As such, the finding may have a bearing to the 

reactions induced by intestinal provocation with suspected allergens observed by 

Arslan et al. [61;93] in patients with unexplained, self-reported food hypersensitivity. 

Intriguingly, postprandial loss of tonic motor activity of the intestinal musculature has 

recently been proposed to play a major role in symptom generation in patients with 

functional gastrointestinal disorders [182]. Decrease of intestinal tone may favour 

luminal filling by gas and fluid, and hence cause symptoms [182]. In addition, such 

changes may impair digestion and absorption of nutrients, especially of those that are 

heavily absorbable, thereby increasing the entrance of undigested and unabsorbed 

food residues, particularly LDC, into the colon [183;184]. 

In study IV, numbers of jejunal mast cells were increased in the food allergic mouse 

group. Intriguingly, similar findings have been reported in patients with diarrhoea-

predominant irritable bowel syndrome [185]. Activation of intestinal mast cells may 

be implicated in LDC-induced abdominal symptoms in at least two ways. First, 

psychological stress may accelerate small intestinal transit [55;56] via mast cell 

degranulation [118], and thereby increase LDC malabsorption. Second, unabsorbed 

LDC may serve as an osmotic load, drawing fluid into the intestinal lumen, as well as 

triggering mast cell degranulation [186]. This may explain why LDC accelerate small 

bowel transit [187;188], and thus influence symptom generation [189]. The intestinal 

motor response to luminal hyperosmolarity seems to be individual [190], and is 

conceivably exaggerated in patients with functional gastrointestinal disorders [191]. 

Subjects with increased numbers of ‘IgE armed’ mast cells may be particularly 

exposed [98;99]. Induction of airway symptoms by mannitol inhalation in patients 

with exercise-induced bronchoconstriction (EIB) involves mast cell activation [192]. 

Whether degranulation of intestinal mast cells plays a similar role in gastrointestinal 

symptom development following LDC ingestion in patients with unexplained, self-
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reported food hypersensitivity, deserves to be investigated. Indeed, IBS has 

previously been conceptualized as “asthma of the gut” [193]. 

Abnormalities of gastrointestinal motor function may affect the amount of LDC 

malabsorbed, and thus lower the threshold at which the symptoms occur [194]. 

Nevertheless, such alterations may not fully explain why ingestion of lactulose causes 

more symptoms in patients with unexplained, self-reported food hypersensitivity than 

in healthy controls, since lactulose is malabsorbed completely in both groups. 

Disturbances at the level of intestinal fermentation may be implicated. LDC serve as 

substrates for microbes producing gases and short-chain fatty acids (SCFA), and such 

fermentation products may be involved in abdominal symptom generation. 

In study I & III, intestinal gas production following LDC ingestion was evaluated by 

measurements of intestinal gas excretion in breath samples. Although this method is a 

useful technique to assess overall changes in fermentation, it gives relatively little 

information about qualitative and quantitative changes within the viscera [195]. The 

lack of correlation between symptom scores and gas excretion in study I & III may 

reflect such limitations. However, as demonstrated by Morken et al. [196], intestinal 

gas volumes as quantified by scoring plain abdominal radiographs were not 

correlated with symptoms following lactulose ingestion, either. Despite certain 

studies [197;198], the overall impression thus seems to be that excessive intestinal 

gas production is not the main culprit of the symptoms [199]. Impaired gas transit and 

enhanced sensitivity to gaseous distension may play a role [200;201]. However, such 

problems could not explain the response to fructose-sorbitol malabsorption in a study 

by Evans et al. [202]. 

Gas is tolerated less well in the small intestine than in the large bowel [203], and 

small intestinal bacterial overgrowth (SIBO) may cause excessive gas production in 

the small intestine [204]. Although study I & III were not primarily designed to detect 

SIBO, the occurrence of so-called ’early positive breath tests’, i.e. a rise in hydrogen 

excretion above baseline of more than 20 parts per million (ppm) within 90 minutes, 
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was similar in patients and controls in both studies. The validity of this criterion is 

debated, especially since rapid orocecal transit may cause ’false’ early positive breath 

tests [205]. Simultaneous assessment of orocecal transit by use of scintigraphy can be 

of help to distinguish between SIBO and rapid orocecal transit [206]. Indeed, such a 

method was employed as a preliminary study in six patients with unexplained, self-

reported food hypersensitivity, and confirmed that the large bowel was the source of 

hydrogen production in all cases [unpublished data]. Unfortunately, however, this 

combined breath test and scintigraphy assessment had to stop due to logistical 

reasons. The role of SIBO in patients with IBS is currently debated [207], and even 

the demonstration of excessive hydrogen excretion (>20 ppm above baseline 

concentration) in response to 10 g glucose in 3 patients in study III, may be explained 

by rapid orocecal transit [208]. 

Methane (CH4) production in man was first described by François Magendie (1783-

1855) in 1816 ([209], quoted in [210]). Methane is primarily produced by 

Methanobrevibacter smithii [211] and can be detected by breath sample 

measurements in about 35% of the population [212]. Approximately 108

methanogenic microbes per gram dry weight of feces are required to generate enough 

CH4 to be detected by breath analysis [213]. The overall impression from the present 

study is that methane is excreted rather independently of LDC ingestion. This 

probably reflects the fact that methanogenesis takes place mainly in the distal colon, 

and therefore depends more on endogenous than exogenous substrates [214]. 

Methane production has been associated with constipation [215], and measurement of 

exhaled methane has even been advocated as a diagnostic test for constipation-

predominant IBS [216]. A direct inhibitory effect of the gas on intestinal transit has 

been suggested, based on in vivo and in vitro experiments in dogs and guinea pigs 

[217]. Reduction of postprandial serotonin levels may be a mediating mechanism 

[218]. In addition, prolonged intestinal transit may increase methane production 

[219]. However, conflicting results have been published [220], and methane non-

producers and producers seemed to suffer equally from constipation in the present 

study (fig. 9 A). 
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Methane production may protect from symptoms following LDC ingestion [221]. An 

attractive explanation is that methanogenesis reduce the intraluminal gas volume by 

consuming H2, according to the reaction 4 H2 + CO2 � CH4 + 2 H2O. However, as 

demonstrated by Morken et al. [196], methane producers actually have more gas 

present in their bowels after lactulose ingestion as compared to non-producers. 

Furthermore, methane producers were not protected from experiencing post-lactulose 

symptoms in the present study (fig. 9 B). Taken together, the clinical significance of 

methanogenesis in patients with unexplained, self-reported food hypersensitivity thus 

remains unclear. 

In study III, a dialysis technique was employed to assess the in vivo rectal 

concentrations of prostaglandin E2 (PGE2) and microbial fermentation products. The 
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rectum has previously been denoted as ”a window to IBS” [222], and increased levels 

of rectal PGE2 have been incriminated in patients with food-related IBS [223]. The 

approach of using rectal dialysis was also encouraged by the presence of symptoms 

suggestive of disturbed distal bowel functions in patients with unexplained, self-

reported food hypersensitivity, leading to the idea that the process of colonic 

fermentation may in part be distally displaced in these individuals. Indeed, 

preliminary work, using scintigraphy to assess gastrointestinal transit, indicated that a 

LDC-solution could reach the distal part of the colon rather quickly (fig. 10) 

[unpublished data]. 
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In retrospect, however, the interval between the ingestion of the carbohydrate 

solution and the insertion of the dialysis bag may have been too short. Levels of 

SCFA, lactate and PGE2 in rectal dialysates were not significantly different between 

the groups investigated in study III, and could thus not explain why lactulose 

ingestion evoked more symptoms in patients than in controls. 

Study V demonstrated alterations of the fecal SCFA profile in patients with 

unexplained, self-reported food hypersensitivity as compared to healthy controls. The 

observed SCFA pattern corroborates in part with data from other groups [224;225], 

but not all [226;227]. The discrepancy between study V and the studies of Tana et al. 

[226] and Morken et al. [227] may be explained by differences in pre-analytical 

sample handling. The work of Tana et al. [226] was commented upon in a ’Letter to 

the Editor’ in Neurogastroenterology and Motility, which is included in the 

Appendix. In the study of Morken et al. [227], the fecal samples were diluted with 

tap-water and homogenized before analysis, although this was not explicitly stated in 

their paper. Tana et al. [226] and Morken et al. [227] both showed increased levels of 

total SCFA in fecal samples from IBS patients as compared to healthy controls. These 

studies thus suggest that stool samples from IBS patients have a greater capacity to 

form microbial fermentation products in vitro. Interestingly, this characteristic was 

once considered as a pathognomic sign of ’Gährungsdyspepsie’ [26], and the ability 

of incubated fecal samples to produce excessive gas was used diagnostically [228]. 

Whether patients with IBS excrete more fermentable substrates than healthy controls 

would thus be interesting to investigate in future studies. 

The fecal SCFA profile observed in study V was characterized by increased 

proportions of butyric acid, particularly in patients with severe symptoms. This 

finding may have clinical implications, especially since butyrate has been shown to 

induce visceral hypersensitivity in rodents [229;230]. Intestinal fermentation of LDC 

by a microflora skewed to produce butyric acid may thus be a potential cause of LDC 

intolerance. At the same time, such a fermentation pattern conceivably offer 

protection against certain organic colorectal diseases [231;232]. Further studies are 

needed to clarify these aspects. 
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The gut microbial flora may adapt to dietary changes [233]. Indeed, this is the 

rationale for the use of prebiotics, defined by Gibson & Roberfroid as ”nondigestible 

food ingredients that beneficially affect the host by selectively stimulating the growth 

and/or activity of one or a limited number of bacteria in the colon, and thus improves 

host health” [234]. Many LDC possess a potential to change the composition and/or 

functions of the gut microbial flora, and may thus act as prebiotics [235]. 

Attractively, continuous intake of LDC may protect against LDC intolerance through 

colonic adaptation, as has been shown for lactose in individuals with hypolactasia 

[236]. However, conflicting results have been published [237], and the ability to 

induce symptomatic adaptation does not apply to all LDC [238-240]. Furthermore, 

the specificity of prebiotics has recently been questioned [241]. 

The idea that patients with IBS should eat more LDC has been prevailing for long. 

Partly motivated by religious beliefs, early health enthusiasts like Sylvester Graham 

(1794-1851), Sebastian Kneipp (1821-1897), Thomas Richard Allinson (1858-1918) 

and John Harvey Kellogg (1852-1943) recommended eating more ’roughage’ [43]. 

Coarse foods did not really become popular until the 1970s, however, when Denis 

Parsons Burkitt (1911-1993) hypothesized that most western diseases are caused by 

inadequate intake of dietary fiber [242]. Consequently, IBS was conceived as a 

disorder of fiber deficiency [243]. The effect of fiber on alleviating symptoms of IBS 

has, however, been extensively investigated and seems limited [244;245]. Soluble 

fibers, such as ispaghula or psyllium [246] and possibly soluble fibers contained 

within oatmeal porridge [247], may have positive effects. On the contrary, insoluble 

fibers seem to worsen the symptoms [248], and recent publications suggest that IBS 

patients actually benefit from reducing LDC intake [249;250]. Based on this evidence 

and on the results of the present papers, a study of the potential symptomatic effects 

of a LDC restricted diet in patients with unexplained, self-reported food 

hypersensitivity seems worthwhile. 
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6. Conclusions 

1. Intolerance to low-digestible carbohydrates is a common problem in patients with 

unexplained, self-reported food hypersensitivity. 

2. Carbohydrate malabsorption tests replicate habitual abdominal symptoms in 

patients with unexplained, self-reported food hypersensitivity. 

3. Abdominal symptoms following carbohydrate malabsorption in patients with 

unexplained, self-reported food hypersensitivity are not fully explained by 

symptom anticipation. 

4. Abdominal symptoms following carbohydrate malabsorption in patients with 

unexplained, self-reported food hypersensitivity are not correlated with intestinal 

gas production as assessed by breath sample measurements. 

5. Patients with unexplained, self-reported food hypersensitivity and healthy controls 

secrete similar amounts of glucagon-like peptide 1 and peptide YY following 

fructose-sorbitol ingestion. 

6. Patients with unexplained, self-reported food hypersensitivity have lower 

circulating levels of chromogranin A than healthy controls. 

7. Rectal levels of prostaglandin E2 are not significantly different between patients 

with unexplained, self-reported food hypersensitivity and healthy controls. 

8. Abnormal rectal fermentation do not seem to be a cause of symptoms following 

carbohydrate malabsorption in patients with unexplained, self-reported food 

hypersensitivity. 

9. Non-allergen-specific hypocontractility, increased levels of cytokines IL-4 and IL-

6 and high numbers of mast cells were demonstrated in the jejunum of food 

allergic mice, and may be involved in diarrhoea development. 
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10.Patients with unexplained, self-reported food hypersensitivity have a different 

profile of fecal short-chain fatty acids than healthy controls, indicating altered 

functions of the gut microbial flora that may be involved in abdominal symptom 

generation. 



53

7. References 

 1.  Cohen SG, Saavedra-Delgado AM. Through the centuries with food and drink, for 
better or worse. Allergy Proc. 1989; 10:281-90. 

 2.  Rona RJ, Keil T, Summers C et al. The prevalence of food allergy: a meta-analysis. J 
Allergy Clin.Immunol. 2007; 120:638-46. 

 3.  Jansen JJ, Kardinaal AF, Huijbers G, Vlieg-Boerstra BJ, Martens BP, Ockhuizen T. 
Prevalence of food allergy and intolerance in the adult Dutch population. J Allergy 
Clin.Immunol. 1994; 93:446-56. 

 4.  Young E, Stoneham MD, Petruckevitch A, Barton J, Rona R. A population study of 
food intolerance. Lancet 1994; 343:1127-30. 

 5.  Bruijnzeel-Koomen C, Ortolani C, Aas K et al. Adverse reactions to food. European 
Academy of Allergology and Clinical Immunology Subcommittee. Allergy 1995; 
50:623-35. 

 6.  Johansson SG, Hourihane JO, Bousquet J et al. A revised nomenclature for allergy. 
An EAACI position statement from the EAACI nomenclature task force. Allergy 
2001; 56:813-24. 

 7.  Johansson SG, Bieber T, Dahl R et al. Revised nomenclature for allergy for global 
use: Report of the Nomenclature Review Committee of the World Allergy 
Organization, October 2003. J Allergy Clin.Immunol. 2004; 113:832-6. 

 8.  Pearson DJ. Pseudo food allergy. Br.Med.J (Clin.Res.Ed) 1986; 292:221-2. 

 9.   Food tolerance and food aversion. A joint report of the Royal College of Physicians 
and the British Nutrition Foundation. J R.Coll.Physicians Lond 1984; 18:83-123. 

 10.  Ortolani C, Vighi G. Definition of adverse reactions to food. Allergy 1995; 50:8-13. 

 11.  Berstad A, Arslan G, Lind R, Florvaag E. Food hypersensitivity-immunologic 
(peripheral) or cognitive (central) sensitisation? Psychoneuroendocrinology 2005; 
30:983-9. 

 12.  Barsky AJ, Borus JF. Functional somatic syndromes. Ann.Intern.Med. 1999; 
130:910-21. 

 13.  Parker SL, Leznoff A, Sussman GL, Tarlo SM, Krondl M. Characteristics of patients 
with food-related complaints. J Allergy Clin.Immunol. 1990; 86:503-11. 

 14.  Parker SL, Krondl M, Coleman P. Foods perceived by adults as causing adverse 
reactions. J Am.Diet.Assoc. 1993; 93:40-4. 



54

 15.  Lind R, Arslan G, Eriksen HR et al. Subjective health complaints and modern health 
worries in patients with subjective food hypersensitivity. Dig Dis Sci 2005; 50:1245-
51. 

 16.  Lillestol K, Berstad A, Lind R, Florvaag E, Arslan LG, Tangen T. Anxiety and 
depression in patients with self-reported food hypersensitivity. Gen.Hosp.Psychiatry 
2010; 32:42-8. 

 17.  Arslan G, Lind R, Olafsson S, Florvaag E, Berstad A. Quality of life in patients with 
subjective food hypersensitivity: applicability of the 10-item short form of the 
Nepean Dyspepsia Index. Dig Dis Sci 2004; 49:680-7. 

 18.  Kane SV, Sandborn WJ, Rufo PA et al. Fecal lactoferrin is a sensitive and specific 
marker in identifying intestinal inflammation. Am.J Gastroenterol 2003; 98:1309-14. 

 19.  Francis CY, Morris J, Whorwell PJ. The irritable bowel severity scoring system: a 
simple method of monitoring irritable bowel syndrome and its progress. 
Aliment.Pharmacol.Ther. 1997; 11:395-402. 

 20.  Simren M, Mansson A, Langkilde AM et al. Food-related gastrointestinal symptoms 
in the irritable bowel syndrome. Digestion 2001; 63:108-15. 

 21.  Monsbakken KW, Vandvik PO, Farup PG. Perceived food intolerance in subjects 
with irritable bowel syndrome-- etiology, prevalence and consequences. 
Eur.J.Clin.Nutr. 2006; 60:667-72. 

 22.  Longstreth GF, Thompson WG, Chey WD, Houghton LA, Mearin F, Spiller RC. 
Functional bowel disorders. Gastroenterology 2006; 130:1480-91. 

 23.  Ragnarsson G, Bodemar G. Pain is temporally related to eating but not to defaecation 
in the irritable bowel syndrome (IBS). Patients' description of diarrhea, constipation 
and symptom variation during a prospective 6-week study. Eur J Gastroenterol 
Hepatol 1998; 10:415-21. 

 24.  Kanazawa M, Fukudo S. Effects of fasting therapy on irritable bowel syndrome. Int.J 
Behav.Med. 2006; 13:214-20. 

 25.  Wiesner M, Naylor SJ, Copping A et al. Symptom classification in irritable bowel 
syndrome as a guide to treatment. Scand J Gastroenterol 2009; 44:796-803. 

 26.  Schmidt A, Strasburger J. Ueber die intestinale Gährungsdyspepsie der Erwachsenen 
(Insufficienz der Stärkeverdauung). Deutsch Arch Klin Med 1901; 69:570-605. 

 27.  Hurst AF, Knott FA. Intestinal carbohydrate dyspepsia. Quart J Med 1931; 24:171-
80. 

 28.  Svartz N. Colitis fermentativa. In: Nordisk Lærebog i Intern Medicin, Bind II. 
København: Gyldendalske Boghandel - Nordisk Forlag, 1945 

 29.  Rumessen JJ. Functional bowel disease: the role of dietary carbohydrates. Eur J 
Gastroenterol Hepatol 1993; 5:999-1008. 



55

 30.  Marteau P, Flourie B. Tolerance to low-digestible carbohydrates: symptomatology 
and methods. Br.J.Nutr. 2001; 85 Suppl 1:S17-S21. 

 31.  Levine B, Weisman S. Enzyme replacement as an effective treatment for the 
common symptoms of complex carbohydrate intolerance. Nutr.Clin.Care 2004; 7:75-
81. 

 32.  Gibson PR, Shepherd SJ. Evidence-based dietary management of functional 
gastrointestinal symptoms: The FODMAP approach. J Gastroenterol Hepatol. 2010; 
25:252-8. 

 33.  Grabitske HA, Slavin JL. Gastrointestinal effects of low-digestible carbohydrates. 
Crit Rev.Food Sci.Nutr. 2009; 49:327-60. 

 34.  Barrett JS, Gibson PR. Clinical ramifications of malabsorption of fructose and other 
short-chain carbohydrates. Pract Gastroenterol 2007; 31:51-65. 

 35.  Born P. Carbohydrate malabsorption in patients with non-specific abdominal 
complaints. World J Gastroenterol 2007; 13:5687-91. 

 36.  Gibson PR, Newnham E, Barrett JS, Shepherd SJ, Muir JG. Review article: fructose 
malabsorption and the bigger picture. Aliment.Pharmacol.Ther. 2007; 25:349-63. 

 37.  Fernandez-Banares F, Esteve M, Viver JM. Fructose-sorbitol malabsorption. 
Curr.Gastroenterol Rep. 2009; 11:368-74. 

 38.  Ahlman H, Nilsson. The gut as the largest endocrine organ in the body. Ann.Oncol. 
2001; 12 Suppl 2:S63-S68. 

 39.  Wittig BM, Zeitz M. The gut as an organ of immunology. Int.J Colorectal Dis 2003; 
18:181-7. 

 40.  Holzer P, Schicho R, Holzer-Petsche U, Lippe IT. The gut as a neurological organ. 
Wien.Klin.Wochenschr. 2001; 113:647-60. 

 41.  O'Hara AM, Shanahan F. The gut flora as a forgotten organ. EMBO Rep. 2006; 
7:688-93. 

 42.  Aziz Q, Thompson DG. Brain-gut axis in health and disease. Gastroenterology 1998; 
114:559-78. 

 43.  Whorton JC. Inner hygiene. Constipation and the pursuit of health in modern society. 
New York: Oxford University Press, 2000. 

 44.  Wolf S. The psyche and the stomach. A historical vignette. Gastroenterology 1981; 
80:605-14. 

 45.  Wolf S. William Beaumont: the man, his time, and his legacy. Fed.Proc. 1985; 
44:2887-8. 

 46.  Wolf S. The story of Tom and his accessible stomach. In: Wolf S. The stomach. New 
York: Oxford University Press, 1965 



56

 47.  Samoilov VO. Ivan Petrovich Pavlov (1849-1936). J Hist Neurosci. 2007; 16:74-89. 

 48.  Cannon WB. The Movements of the Intestines studied by Means of the Rontgen 
Rays. J Med.Res. 1902; 7:72-5. 

 49.  Mayer EA. The neurobiology of stress and gastrointestinal disease. Gut 2000; 
47:861-9. 

 50.  ROTH HP, FERRERI RN, PETTI MA, EVANS MW. Motility of the small intestine 
during emotional reactions. Ann.Intern.Med. 1953; 38:38-52. 

 51.  Dotevall G. Så påverkas mag-tarmkanalen av stress. In: Dotevall G. Stress och 
psykosomatisk sjukdom. Främst mag-tarmbesvär. Lund: Studentlitteratur, 2001 

 52.  Gorard DA, Gomborone JE, Libby GW, Farthing MJ. Intestinal transit in anxiety and 
depression. Gut 1996; 39:551-5. 

 53.  Tache Y, Martinez V, Million M, Rivier J. Corticotropin-releasing factor and the 
brain-gut motor response to stress. Can.J Gastroenterol 1999; 13 Suppl A:18A-25A. 

 54.  Kindt S, Tack J. Impaired gastric accommodation and its role in dyspepsia. Gut 
2006; 55:1685-91. 

 55.  Cann PA, Read NW, Cammack J et al. Psychological stress and the passage of a 
standard meal through the stomach and small intestine in man. Gut 1983; 24:236-40. 

 56.  Ditto B, Miller SB, Barr RG. A one-hour active coping stressor reduces small bowel 
transit time in healthy young adults. Psychosom.Med. 1998; 60:7-10. 

 57.  ALMY TP, KERN F, Jr., TULIN M. Alterations in colonic function in man under 
stress; experimental production of sigmoid spasm in healthy persons. 
Gastroenterology 1949; 12:425-36. 

 58.  Brosschot JF. Cognitive-emotional sensitization and somatic health complaints. 
Scand.J Psychol. 2002; 43:113-21. 

 59.  GOIN LS. Some obscure factors in the production of unusual small bowel patterns. 
Radiology 1952; 59:177-84. 

 60.  GRAHAM DT, Wolf S, WOLFF HG. Changes in tissue sensitivity associated with 
varying life situations and emotions; their relevance to allergy. J Allergy 1950; 
21:478-86. 

 61.  Arslan G, Gilja OH, Lind R, Florvaag E, Berstad A. Response to intestinal 
provocation monitored by transabdominal ultrasound in patients with food 
hypersensitivity. Scand J Gastroenterol 2005; 40:386-94. 

 62.  O'Shea GW. Lifestyle choices... Up to YOU! Xulon Press, 2009. Page 211. 

 63.  Forsythe P, Sudo N, Dinan T, Taylor VH, Bienenstock J. Mood and gut feelings. 
Brain Behav.Immun. 2010; 24:9-16. 



57

 64.  de Ridder D, Geenen R, Kuijer R, van Middendorp H. Psychological adjustment to 
chronic disease. Lancet 2008; 372:246-55. 

 65.  Wilhelmsen I, Berstad A. Reduced relapse rate in duodenal ulcer disease leads to 
normalization of psychological distress: twelve-year follow-up. Scand J 
Gastroenterol 2004; 39:717-21. 

 66.  Berntson GG, Sarter M, Cacioppo JT. Ascending visceral regulation of cortical 
affective information processing. Eur J Neurosci. 2003; 18:2103-9. 

 67.  Park MC, Goldman MA, Carpenter LL, Price LH, Friehs GM. Vagus nerve 
stimulation for depression: rationale, anatomical and physiological basis of efficacy 
and future prospects. Acta Neurochir.Suppl 2007; 97:407-16. 

 68.  Hanstock TL, Clayton EH, Li KM, Mallet PE. Anxiety and aggression associated 
with the fermentation of carbohydrates in the hindgut of rats. Physiol Behav. 2004; 
82:357-68. 

 69.  MacFabe DF, Cain DP, Rodriguez-Capote K et al. Neurobiological effects of 
intraventricular propionic acid in rats: possible role of short chain fatty acids on the 
pathogenesis and characteristics of autism spectrum disorders. Behav.Brain Res. 
2007; 176:149-69. 

 70.  Basso AS, Pinto FA, Russo M, Britto LR, Sa-Rocha LC, Palermo NJ. Neural 
correlates of IgE-mediated food allergy. J Neuroimmunol. 2003; 140:69-77. 

 71.  Goehler LE, Lyte M, Gaykema RP. Infection-induced viscerosensory signals from 
the gut enhance anxiety: implications for psychoneuroimmunology. Brain 
Behav.Immun. 2007; 21:721-6. 

 72.  Gomez-Pinilla F. Brain foods: the effects of nutrients on brain function. 
Nat.Rev.Neurosci. 2008; 9:568-78. 

 73.  Arebi N, Gurmany S, Bullas D, Hobson A, Stagg A, Kamm M. Review article: the 
psychoneuroimmunology of irritable bowel syndrome--an exploration of interactions 
between psychological, neurological and immunological observations. 
Aliment.Pharmacol.Ther. 2008; 28:830-40. 

 74.  Drossman DA, McKee DC, Sandler RS et al. Psychosocial factors in the irritable 
bowel syndrome. A multivariate study of patients and nonpatients with irritable 
bowel syndrome. Gastroenterology 1988; 95:701-8. 

 75.  Whitehead WE, Bosmajian L, Zonderman AB, Costa PT, Jr., Schuster MM. 
Symptoms of psychologic distress associated with irritable bowel syndrome. 
Comparison of community and medical clinic samples. Gastroenterology 1988; 
95:709-14. 

 76.  Herschbach P, Henrich G, von Rad M. Psychological factors in functional 
gastrointestinal disorders: characteristics of the disorder or of the illness behavior? 
Psychosom.Med. 1999; 61:148-53. 



58

 77.  Ringstrom G, Abrahamsson H, Strid H, Simren M. Why do subjects with irritable 
bowel syndrome seek health care for their symptoms? Scand J Gastroenterol 2007; 
42:1194-203. 

 78.  Thompson WG, Heaton KW. Functional bowel disorders in apparently healthy 
people. Gastroenterology 1980; 79:283-8. 

 79.  Peveler R, Mayou R, Young E, Stoneham M. Psychiatric aspects of food-related 
physical symptoms: a community study. J Psychosom.Res. 1996; 41:149-59. 

 80.  Euba R, Chalder T, Wallace P, Wright DJ, Wessely S. Self-reported allergy-related 
symptoms and psychological morbidity in primary care. Int.J Psychiatry Med. 1997; 
27:47-56. 

 81.  Patten SB, Williams JV. Self-reported allergies and their relationship to several Axis 
I disorders in a community sample. Int.J Psychiatry Med. 2007; 37:11-22. 

 82.  Lind R, Lied GA, Lillestol K, Valeur J, Berstad A. Do psychological factors predict 
symptom severity in patients with subjective food hypersensitivity? Scand.J 
Gastroenterol, In press. 

 83.  Duddu V, Isaac MK, Chaturvedi SK. Somatization, somatosensory amplification, 
attribution styles and illness behaviour: a review. Int.Rev.Psychiatry 2006; 18:25-33. 

 84.  Seggev JS, Eckert RC. Psychopathology masquerading as food allergy. J Fam.Pract. 
1988; 26:161-4. 

 85.  Album D, Westin S. Do diseases have a prestige hierarchy? A survey among 
physicians and medical students. Soc.Sci Med. 2008; 66:182-8. 

 86.  Sloan AE, Powers ME. A perspective on popular perceptions of adverse reactions to 
foods. J Allergy Clin.Immunol. 1986; 78:127-33. 

 87.  Kay AB. 100 years of 'Allergy': can von Pirquet's word be rescued? Clin.Exp.Allergy 
2006; 36:555-9. 

 88.  Rajan TV. The Gell-Coombs classification of hypersensitivity reactions: a re-
interpretation. Trends Immunol. 2003; 24:376-9. 

 89.  Skypala I, Venter C. Food hypersensitivity. Diagnosing and managing food allergies 
and intolerance. Oxford: Blackwell Publishing Ltd, 2009. Page 6. 

 90.  Asero R, Ballmer-Weber BK, Beyer K et al. IgE-mediated food allergy diagnosis: 
Current status and new perspectives. Mol.Nutr.Food Res. 2007; 51:135-47. 

 91.  Lin XP, Magnusson J, Ahlstedt S et al. Local allergic reaction in food-hypersensitive 
adults despite a lack of systemic food-specific IgE. J Allergy Clin.Immunol. 2002; 
109:879-87. 

 92.  Arslan G, Odegaard S, Elsayed S, Florvaag E, Berstad A. Food allergy and 
intolerance: response to intestinal provocation monitored by endosonography. Eur J 
Ultrasound 2002; 15:29-36. 



59

 93.  Arslan G, Lillestol K, Mulahasanovic A, Florvaag E, Berstad A. Food 
hypersensitivity reactions visualised by ultrasonography and magnetic resonance 
imaging in a patient lacking systemic food-specific IgE. Digestion 2006; 73:111-5. 

 94.  Reimann HJ, Lewin J. Gastric mucosal reactions in patients with food allergy. Am.J 
Gastroenterol 1988; 83:1212-9. 

 95.  Bischoff SC, Mayer J, Wedemeyer J et al. Colonoscopic allergen provocation 
(COLAP): a new diagnostic approach for gastrointestinal food allergy. Gut 1997; 
40:745-53. 

 96.  Tobin MC, Keshavazian A, Farhardi A. Atopic irritable bowel syndrome: same old 
hat or a new entity? Expert.Rev.Gastroenterol Hepatol 2008; 2:457-9. 

 97.  Tobin MC, Moparty B, Farhadi A, DeMeo MT, Bansal PJ, Keshavarzian A. Atopic 
irritable bowel syndrome: a novel subgroup of irritable bowel syndrome with allergic 
manifestations. Ann.Allergy Asthma Immunol. 2008; 100:49-53. 

 98.  Lillestol K, Helgeland L, Arslan LG et al. Indications of 'atopic bowel' in patients 
with self-reported food hypersensitivity. Aliment.Pharmacol.Ther. 2010; 31:1112-22. 

 99.  Kawakami T, Kitaura J. Mast cell survival and activation by IgE in the absence of 
antigen: a consideration of the biologic mechanisms and relevance. J Immunol. 2005; 
175:4167-73. 

 100.  Barnes RM. IgG and IgA antibodies to dietary antigens in food allergy and 
intolerance. Clin.Exp.Allergy 1995; 25 Suppl 1:7-9. 

 101.  Atkinson W, Sheldon TA, Shaath N, Whorwell PJ. Food elimination based on IgG 
antibodies in irritable bowel syndrome: a randomised controlled trial. Gut 2004; 
53:1459-64. 

 102.  Zuo XL, Li YQ, Li WJ et al. Alterations of food antigen-specific serum 
immunoglobulins G and E antibodies in patients with irritable bowel syndrome and 
functional dyspepsia. Clin.Exp.Allergy 2007; 37:823-30. 

 103.  Anthoni S, Savilahti E, Rautelin H, Kolho KL. Milk protein IgG and IgA: the 
association with milk-induced gastrointestinal symptoms in adults. World J 
Gastroenterol 2009; 15:4915-8. 

 104.  Kokkonen J, Karttunen TJ, Niinimaki A. Lymphonodular hyperplasia as a sign of 
food allergy in children. J Pediatr.Gastroenterol Nutr. 1999; 29:57-62. 

 105.  Iacono G, Ravelli A, Di Prima L et al. Colonic lymphoid nodular hyperplasia in 
children: relationship to food hypersensitivity. Clin.Gastroenterol Hepatol 2007; 
5:361-6. 

 106.  Carroccio A, Iacono G, Di Prima L et al. Food hypersensitivity as a cause of rectal 
bleeding in adults. Clin.Gastroenterol Hepatol 2009; 7:120-2. 

 107.  Krauss E, Konturek P, Maiss J et al. Clinical significance of lymphoid hyperplasia of 
the lower gastrointestinal tract. Endoscopy 2010; 42:334-7. 



60

 108.  Kristjansson G, Venge P, Hallgren R. Mucosal reactivity to cow's milk protein in 
coeliac disease. Clin.Exp.Immunol. 2007; 147:449-55. 

 109.  Arslan LG, Lillestol K, Valeur J, Berstad A. Intestinal B cell-activating factor 
(BAFF): an indicator of non-IgE-mediated hypersensitivity reactions to food? 
Aliment.Pharmacol.Ther, In press. 

 110.  Ohman L, Simren M. Pathogenesis of IBS: role of inflammation, immunity and 
neuroimmune interactions. Nat.Rev.Gastroenterol Hepatol 2010; 7:163-73. 

 111.  CHAUDHARY NA, TRUELOVE SC. The irritable colon syndrome. A study of the 
clinical features, predisposing causes, and prognosis in 130 cases. Q.J Med. 1962; 
31:307-22. 

 112.  STEWART GT. Post-dysenteric colitis. Br.Med.J 1950; 1:405-9. 

 113.  BOCKUS HL, Kalser MH, ZION DE. Functional diarrhea: an analysis of the clinical 
and roentgen manifestations. Gastroenterology 1956; 31:629-46. 

 114.  Gwee K-A. Post-infectious irritable bowel syndrome, an inflammation-
immunological model with relevance for other IBS and functional dyspepsia. J 
Neurogastroenterol Motil 2010; 16:30-4. 

 115.  Khan WI, Collins SM. Gut motor function: immunological control in enteric 
infection and inflammation. Clin.Exp.Immunol. 2006; 143:389-97. 

 116.  Santos J, Guilarte M, Alonso C, Malagelada JR. Pathogenesis of irritable bowel 
syndrome: the mast cell connection. Scand J Gastroenterol 2005; 40:129-40. 

 117.  Barbara G, Stanghellini V, De Giorgio R et al. Activated mast cells in proximity to 
colonic nerves correlate with abdominal pain in irritable bowel syndrome. 
Gastroenterology 2004; 126:693-702. 

 118.  Santos J, Saperas E, Nogueiras C et al. Release of mast cell mediators into the 
jejunum by cold pain stress in humans. Gastroenterology 1998; 114:640-8. 

 119.  Barreau F, Salvador-Cartier C, Houdeau E, Bueno L, Fioramonti J. Long-term 
alterations of colonic nerve-mast cell interactions induced by neonatal maternal 
deprivation in rats. Gut 2008; 57:582-90. 

 120.  Gui XY. Mast cells: a possible link between psychological stress, enteric infection, 
food allergy and gut hypersensitivity in the irritable bowel syndrome. J Gastroenterol 
Hepatol 1998; 13:980-9. 

 121.  Hansen MB. The enteric nervous system I: organisation and classification. 
Pharmacol.Toxicol. 2003; 92:105-13. 

 122.  Goyal RK, Hirano I. The enteric nervous system. N.Engl.J Med. 1996; 334:1106-15. 

 123.  Wood JD. Enteric neuroimmunophysiology and pathophysiology. Gastroenterology 
2004; 127:635-57. 



61

 124.  Tornblom H, Lindberg G, Nyberg B, Veress B. Full-thickness biopsy of the jejunum 
reveals inflammation and enteric neuropathy in irritable bowel syndrome. 
Gastroenterology 2002; 123:1972-9. 

 125.  Akbar A, Yiangou Y, Facer P, Walters JR, Anand P, Ghosh S. Increased capsaicin 
receptor TRPV1-expressing sensory fibres in irritable bowel syndrome and their 
correlation with abdominal pain. Gut 2008; 57:923-9. 

 126.  Bayliss WM, Starling EH. The mechanism of pancreatic secretion. J Physiol 1901; 
28:325-53. 

 127.  Gershon MD. Importance of serotonergic mechanisms in gastrointestinal motility and 
sensation. In: Camilleri M, Spiller RC, eds. Irritable bowel syndrome. Diagnosis and 
treatment. Mayo Clinic: WB Saunders, 2002 

 128.  Gustafsson BI, Bakke I, Tommeras K, Waldum HL. A new method for visualization 
of gut mucosal cells, describing the enterochromaffin cell in the rat gastrointestinal 
tract. Scand J Gastroenterol 2006; 41:390-5. 

 129.  Bertrand PP, Bertrand RL. Serotonin release and uptake in the gastrointestinal tract. 
Auton.Neurosci. 2010; 153:47-57. 

 130.  Sikander A, Rana SV, Prasad KK. Role of serotonin in gastrointestinal motility and 
irritable bowel syndrome. Clin.Chim.Acta 2009; 403:47-55. 

 131.  Houghton LA, Atkinson W, Whitaker RP, Whorwell PJ, Rimmer MJ. Increased 
platelet depleted plasma 5-hydroxytryptamine concentration following meal 
ingestion in symptomatic female subjects with diarrhoea predominant irritable bowel 
syndrome. Gut 2003; 52:663-70. 

 132.  Zuo XL, Li YQ, Yang XZ et al. Plasma and gastric mucosal 5-hydroxytryptamine 
concentrations following cold water intake in patients with diarrhea-predominant 
irritable bowel syndrome. J Gastroenterol Hepatol 2007; 22:2330-7. 

 133.  Camilleri M. Serotonin in the gastrointestinal tract. Curr.Opin.Endocrinol.Diabetes 
Obes. 2009; 16:53-9. 

 134.  Besterman HS, Sarson DL, Rambaud JC, Stewart JS, Guerin S, Bloom SR. Gut 
hormone responses in the irritable bowel syndrome. Digestion 1981; 21:219-24. 

 135.  Simren M, Abrahamsson H, Bjornsson ES. An exaggerated sensory component of 
the gastrocolonic response in patients with irritable bowel syndrome. Gut 2001; 
48:20-7. 

 136.  Van Der Veek PP, Biemond I, Masclee AA. Proximal and distal gut hormone 
secretion in irritable bowel syndrome. Scand J Gastroenterol 2006; 41:170-7. 

 137.  Zhang H, Yan Y, Shi R, Lin Z, Wang M, Lin L. Correlation of gut hormones with 
irritable bowel syndrome. Digestion 2008; 78:72-6. 

 138.  Ohman L, Simren M. New insights into the pathogenesis and pathophysiology of 
irritable bowel syndrome. Dig Liver Dis 2007; 39:201-15. 



62

 139.  Helle KB. Chromogranins A and B and secretogranin II as prohormones for 
regulatory peptides from the diffuse neuroendocrine system. Results Probl.Cell 
Differ. 2010; 50:21-44. 

 140.  Okumiya K, Fujimiya M. Immunoelectron microscopic study of the luminal release 
of chromogranin A from rat enterochromaffin cells. Histochem.Cell Biol. 1999; 
111:253-7. 

 141.  Khan WI, Ghia JE. Gut hormones: emerging role in immune activation and 
inflammation. Clin.Exp.Immunol, In press. 

 142.  Chen TS, Chen PS. Intestinal autointoxication: a medical leitmotif. J 
Clin.Gastroenterol. 1989; 11:434-41. 

 143.   The enema - Heir to the clyster. S Afr Med J 1947; 21:278-9. 

 144.  Bouchard C. Lectures on auto-intoxication in disease or self-poisoning of the 
individual, 2 Edn. Philadelphia: F. A. Davis Company, 1907. 

 145.   A discussion on alimentary toxæmia; its sources, consequences, and treatment. Proc 
R Soc Med 1913; 6 (Gen Rep):1-130. 

 146.  Alvarez WC. Origin of the so-called autointoxication symptoms. JAMA 1919; 72:8-
13. 

 147.  Furrie E. A molecular revolution in the study of intestinal microflora. Gut 2006; 
55:141-3. 

 148.  Collins SM, Bercik P. The relationship between intestinal microbiota and the central 
nervous system in normal gastrointestinal function and disease. Gastroenterology 
2009; 136:2003-14. 

 149.  Xu J, Gordon JI. Inaugural Article: Honor thy symbionts. Proc Natl.Acad.Sci.U.S A 
2003; 100:10452-9. 

 150.  Bazzocchi G, Gionchetti P, Almerigi PF, Amadini C, Campieri M. Intestinal 
microflora and oral bacteriotherapy in irritable bowel syndrome. Dig.Liver Dis. 
2002; 34 Suppl 2:S48-S53. 

 151.  Hughes DT, Sperandio V. Inter-kingdom signalling: communication between 
bacteria and their hosts. Nat.Rev.Microbiol. 2008; 6:111-20. 

 152.  Shreiner A, Huffnagle GB, Noverr MC. The "Microflora Hypothesis" of allergic 
disease. Adv Exp.Med Biol. 2008; 635:113-34. 

 153.  Tsai F, Coyle WJ. The microbiome and obesity: is obesity linked to our gut flora? 
Curr.Gastroenterol Rep. 2009; 11:307-13. 

 154.  Parracho HM, Bingham MO, Gibson GR, McCartney AL. Differences between the 
gut microflora of children with autistic spectrum disorders and that of healthy 
children. J Med Microbiol. 2005; 54:987-91. 



63

 155.  Hawrelak JA, Myers SP. The causes of intestinal dysbiosis: a review. Altern.Med 
Rev. 2004; 9:180-97. 

 156.  Quigley EM. Do patients with functional gastrointestinal disorders have an altered 
gut flora? Therap Adv Gastroenterol 2009; 2:S23-S30. 

 157.  Spiller R, Garsed K. Postinfectious irritable bowel syndrome. Gastroenterology 
2009; 136:1979-88. 

 158.  Parkes GC, Brostoff J, Whelan K, Sanderson JD. Gastrointestinal microbiota in 
irritable bowel syndrome: their role in its pathogenesis and treatment. Am.J 
Gastroenterol. 2008; 103:1557-67. 

 159.  Savage DC. Gastrointestinal microflora in mammalian nutrition. Annu.Rev.Nutr. 
1986; 6:155-78. 

 160.  Read NW. Diarrhoea: the failure of colonic salvage. Lancet 1982; 2:481-3. 

 161.  Hunter JO. Food allergy--or enterometabolic disorder? Lancet 1991; 338:495-6. 

 162.  Farup PG, Monsbakken KW, Vandvik PO. Lactose malabsorption in a population 
with irritable bowel syndrome: prevalence and symptoms. A case-control study. 
Scand.J.Gastroenterol. 2004; 39:645-9. 

 163.  Thompson WG, Longstreth GF, Drossman DA, Heaton KW, Irvine EJ, Muller-
Lissner SA. Functional bowel disorders and functional abdominal pain. Gut 1999; 45 
Suppl 2:II43-II47. 

 164.  Rumessen JJ. Hydrogen and methane breath tests for evaluation of resistant 
carbohydrates. Eur.J Clin.Nutr 1992; 46 Suppl 2:S77-S90. 

 165.  Christl SU, Murgatroyd PR, Gibson GR, Cummings JH. Production, metabolism, and 
excretion of hydrogen in the large intestine. Gastroenterology 1992; 102:1269-77. 

 166.  Gasbarrini A, Corazza GR, Gasbarrini G et al. Methodology and indications of H2-
breath testing in gastrointestinal diseases: the Rome Consensus Conference. 
Aliment.Pharmacol.Ther. 2009; 29 Suppl 1:1-49. 

 167.  Chandarana K, Drew ME, Emmanuel J et al. Subject standardization, 
acclimatization, and sample processing affect gut hormone levels and appetite in 
humans. Gastroenterology 2009; 136:2115-26. 

 168.  WRONG O, MORRISON RB, HURST PE. A method of obtaining faecal fluid by in-
vivo dialysis. Lancet 1961; 1:1208-9. 

 169.  Rubinstein R, Howard AV, Wrong OM. In vivo dialysis of faeces as a method of 
stool analysis. IV. The organic anion component. Clin.Sci. 1969; 37:549-64. 

 170.  Due V, Bonde J, Espersen K, Jensen TH, Perner A. Lactic acidosis in the rectal 
lumen of patients with septic shock measured by luminal equilibrium dialysis. 
Br.J.Anaesth. 2002; 89:919-22. 



64

 171.  Lauritsen K, Laursen LS, Bukhave K, Rask-Madsen J. Effects of topical 5-
aminosalicylic acid and prednisolone on prostaglandin E2 and leukotriene B4 levels 
determined by equilibrium in vivo dialysis of rectum in relapsing ulcerative colitis. 
Gastroenterology 1986; 91:837-44. 

 172.  Ahlquist DA, Schwartz S, Isaacson J, Ellefson M. A stool collection device: the first 
step in occult blood testing. Ann Intern.Med 1988; 108:609-12. 

 173.  Vaali K, Puumalainen TJ, Lehto M et al. Murine model of food allergy after 
epicutaneous sensitization: role of mucosal mast cell protease-1. 
Scand.J.Gastroenterol. 2006; 41:1405-13. 

 174.  Hjelm F, Carlsson F, Getahun A, Heyman B. Antibody-mediated regulation of the 
immune response. Scand.J Immunol. 2006; 64:177-84. 

 175.  Read NW, Miles CA, Fisher D et al. Transit of a meal through the stomach, small 
intestine, and colon in normal subjects and its role in the pathogenesis of diarrhea. 
Gastroenterology 1980; 79:1276-82. 

 176.  Hellstrom PM. GLP-1 playing the role of a gut regulatory compound. Acta Physiol 
(Oxf), In press. 

 177.  Hellstrom PM. GLP-1: broadening the incretin concept to involve gut motility. 
Regul.Pept. 2009; 156:9-12. 

 178.  Feinle-Bisset C, Horowitz M. Dietary factors in functional dyspepsia. 
Neurogastroenterol.Motil. 2006; 18:608-18. 

 179.  Dlugosz A, Tornblom H, Mohammadian G et al. Chlamydia trachomatis antigens in 
enteroendocrine cells and macrophages of the small bowel in patients with severe 
irritable bowel syndrome. BMC.Gastroenterol 2010; 10:19. 

 180.  Ohama T, Hori M, Ozaki H. Mechanism of abnormal intestinal motility in 
inflammatory bowel disease: how smooth muscle contraction is reduced? J Smooth 
Muscle Res. 2007; 43:43-54. 

 181.  Read NW, Al Janabi MN, Edwards CA, Barber DC. Relationship between 
postprandial motor activity in the human small intestine and the gastrointestinal 
transit of food. Gastroenterology 1984; 86:721-7. 

 182.  Bortolotti M, Lugli A. What is the origin of postprandial abdominal distension in 
patients with functional bloating and irritable bowel syndrome? Scand.J 
Gastroenterol 2009; 44:383-4. 

 183.  Read NW. Speculations on the role of motility in the pathogenesis and treatment of 
diarrhoea. Scand.J.Gastroenterol.Suppl 1983; 84:45-63. 

 184.  Holgate AN, Read NW. Can rapid small bowel transit limit absorption of a meal? 
The British Society of Gastroenterology 2007;F46. 

 185.  Guilarte M, Santos J, de T, I et al. Diarrhoea-predominant IBS patients show mast 
cell activation and hyperplasia in the jejunum. Gut 2007; 56:203-9. 



65

 186.  Gulliksson M, Palmberg L, Nilsson G, Ahlstedt S, Kumlin M. Release of 
prostaglandin D2 and leukotriene C4 in response to hyperosmolar stimulation of mast 
cells. Allergy 2006; 61:1473-9. 

 187.  Miller MA, Parkman HP, Urbain JL et al. Comparison of scintigraphy and lactulose 
breath hydrogen test for assessment of orocecal transit: lactulose accelerates small 
bowel transit. Dig.Dis.Sci. 1997; 42:10-8. 

 188.  Madsen JL, Linnet J, Rumessen JJ. Effect of nonabsorbed amounts of a fructose-
sorbitol mixture on small intestinal transit in healthy volunteers. Dig.Dis.Sci. 2006; 
51:147-53. 

 189.  Barrett JS, Gearry RB, Muir JG et al. Dietary poorly absorbed, short-chain 
carbohydrates increase delivery of water and fermentable substrates to the proximal 
colon. Aliment.Pharmacol.Ther. 2010; 31:874-82. 

 190.  Thompson DG, Wingate DL. Effects of osmoreceptor stimulation on human 
duodenal motor activity. Gut 1988; 29:173-80. 

 191.  Tack J. Chemosensitivity of the human gastrointestinal tract in health and in disease. 
Neurogastroenterol.Motil. 2007; 19:241-4. 

 192.  Brannan JD, Gulliksson M, Anderson SD, Chew N, Kumlin M. Evidence of mast cell 
activation and leukotriene release after mannitol inhalation. Eur.Respir.J 2003; 
22:491-6. 

 193.  Read NW. Irritable bowel syndrome (IBS)--definition and pathophysiology. Scand J 
Gastroenterol Suppl 1987; 130:7-13. 

 194.  King TS, Hunter JO. Anxiety and irritable bowel syndrome. Lancet 1996; 347:617. 

 195.  Topping DL, Clifton PM. Short-chain fatty acids and human colonic function: roles 
of resistant starch and nonstarch polysaccharides. Physiol Rev. 2001; 81:1031-64. 

 196.  Morken MH, Berstad AE, Nysaeter G, Berstad A. Intestinal gas in plain abdominal 
radiographs does not correlate with symptoms after lactulose challenge. 
Eur.J.Gastroenterol.Hepatol. 2007; 19:589-93. 

 197.  King TS, Elia M, Hunter JO. Abnormal colonic fermentation in irritable bowel 
syndrome. Lancet 1998; 352:1187-9. 

 198.  Koide A, Yamaguchi T, Odaka T et al. Quantitative analysis of bowel gas using plain 
abdominal radiograph in patients with irritable bowel syndrome. Am.J Gastroenterol 
2000; 95:1735-41. 

 199.  Simren M. Bloating and abdominal distention: not so poorly understood anymore! 
Gastroenterology 2009; 136:1487-90. 

 200.  Lasser RB, Bond JH, Levitt MD. The role of intestinal gas in functional abdominal 
pain. N.Engl.J Med 1975; 293:524-6. 



66

 201.  Serra J, Azpiroz F, Malagelada JR. Impaired transit and tolerance of intestinal gas in 
the irritable bowel syndrome. Gut 2001; 48:14-9. 

 202.  Evans PR, Piesse C, Bak YT, Kellow JE. Fructose-sorbitol malabsorption and 
symptom provocation in irritable bowel syndrome: relationship to enteric 
hypersensitivity and dysmotility. Scand.J Gastroenterol 1998; 33:1158-63. 

 203.  Harder H, Serra J, Azpiroz F, Passos MC, Aguade S, Malagelada JR. Intestinal gas 
distribution determines abdominal symptoms. Gut 2003; 52:1708-13. 

 204.  Lin HC. Small intestinal bacterial overgrowth: a framework for understanding 
irritable bowel syndrome. JAMA 2004; 292:852-8. 

 205.  Simren M, Stotzer PO. Use and abuse of hydrogen breath tests. Gut 2006; 55:297-
303. 

 206.  Riordan SM, McIver CJ, Walker BM, Duncombe VM, Bolin TD, Thomas MC. The 
lactulose breath hydrogen test and small intestinal bacterial overgrowth. Am.J 
Gastroenterol 1996; 91:1795-803. 

 207.  Vanner S. The lactulose breath test for diagnosing SIBO in IBS patients: another nail 
in the coffin. Am.J.Gastroenterol. 2008; 103:964-5. 

 208.  Sellin JH, Hart R. Glucose malabsorption associated with rapid intestinal transit. 
Am.J.Gastroenterol. 1992; 87:584-9. 

 209.  Magendie F. Note sur les gaz intestineaux de l'homme sain. Ann Chim Phys 1816; 
2:292-6. 

 210.  Di Stefano M, Corazza GR. Role of hydrogen and methane breath testing in 
gastrointestinal disease. Dig Liv Dis 2009; Suppl 3:40-3. 

 211.  Miller TL, Wolin MJ. Enumeration of Methanobrevibacter smithii in human feces. 
Arch Microbiol. 1982; 131:14-8. 

 212.  Levitt MD, Furne JK, Kuskowski M, Ruddy J. Stability of human methanogenic 
flora over 35 years and a review of insights obtained from breath methane 
measurements. Clin.Gastroenterol Hepatol. 2006; 4:123-9. 

 213.  Weaver GA, Krause JA, Miller TL, Wolin MJ. Incidence of methanogenic bacteria in 
a sigmoidoscopy population: an association of methanogenic bacteria and 
diverticulosis. Gut 1986; 27:698-704. 

 214.  Flourie B, Pellier P, Florent C, Marteau P, Pochart P, Rambaud JC. Site and 
substrates for methane production in human colon. Am.J Physiol 1991; 260:G752-
G757. 

 215.  Chatterjee S, Park S, Low K, Kong Y, Pimentel M. The degree of breath methane 
production in IBS correlates with the severity of constipation. Am.J Gastroenterol 
2007; 102:837-41. 



67

 216.  Hwang L, Low K, Khoshini R et al. Evaluating breath methane as a diagnostic test 
for constipation-predominant IBS. Dig Dis Sci. 2010; 55:398-403. 

 217.  Pimentel M, Lin HC, Enayati P et al. Methane, a gas produced by enteric bacteria, 
slows intestinal transit and augments small intestinal contractile activity. Am.J 
Physiol Gastrointest.Liver Physiol 2006; 290:G1089-G1095. 

 218.  Pimentel M, Kong Y, Park S. IBS subjects with methane on lactulose breath test have 
lower postprandial serotonin levels than subjects with hydrogen. Dig Dis Sci. 2004; 
49:84-7. 

 219.  El Oufir L, Flourie B, Bruley d, V et al. Relations between transit time, fermentation 
products, and hydrogen consuming flora in healthy humans. Gut 1996; 38:870-7. 

 220.  Di Stefano M, Tana P, Mazzocchi S, Corazza GR. Prevalence of breath methane 
excretion is not correlated to clinical presentation in IBS. The role of different 
patterns of breath methane excretion. Gastroenterology 2008; 134:A680-A681. 

 221.  Kajs TM, Fitzgerald JA, Buckner RY et al. Influence of a methanogenic flora on the 
breath H2 and symptom response to ingestion of sorbitol or oat fiber. Am.J 
Gastroenterol 1997; 92:89-94. 

 222.  Coremans G, Azpiroz F, Collins S et al. The rectum: a window to irritable bowel 
syndrome? Digestion 2002; 65:238-49. 

 223.  Jones VA, McLaughlan P, Shorthouse M, Workman E, Hunter JO. Food intolerance: 
a major factor in the pathogenesis of irritable bowel syndrome. Lancet 1982; 2:1115-
7. 

 224.  Treem WR, Ahsan N, Kastoff G, Hyams JS. Fecal short-chain fatty acids in patients 
with diarrhea-predominant irritable bowel syndrome: in vitro studies of carbohydrate 
fermentation. J.Pediatr.Gastroenterol.Nutr. 1996; 23:280-6. 

 225.  Kopecny J, Simunek J. Cellulolytic bacteria in human gut and irritable bowel 
syndrome. Acta Vet Brno 2002; 71:421-7. 

 226.  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; 22:512-5. 

 227.  Morken MH, Valeur J, Norin E, Midtvedt T, Nysaeter G, Berstad A. Antibiotic or 
bacterial therapy in post-giardiasis irritable bowel syndrome. Scand.J Gastroenterol 
2009; 44:1296-303. 

 228.  Gram HC, Iversen P, Meulengracht E. Klinisk laboratorieteknik. Copenhagen: FH. 
August Bangs Forlag, 1937. Page 163-5. 

 229.  Tarrerias AL, Millecamps M, Alloui A et al. Short-chain fatty acid enemas fail to 
decrease colonic hypersensitivity and inflammation in TNBS-induced colonic 
inflammation in rats. Pain 2002; 100:91-7. 



68

 230.  Bourdu S, Dapoigny M, Chapuy E et al. Rectal instillation of butyrate provides a 
novel clinically relevant model of noninflammatory colonic hypersensitivity in rats. 
Gastroenterology 2005; 128:1996-2008. 

 231.  Weaver GA, Krause JA, Miller TL, Wolin MJ. Short chain fatty acid distributions of 
enema samples from a sigmoidoscopy population: an association of high acetate and 
low butyrate ratios with adenomatous polyps and colon cancer. Gut 1988; 29:1539-
43. 

 232.  Chey WD, Nojkov B, Rubenstein JH, Dobhan RR, Greenson JK, Cash BD. The yield 
of colonoscopy in patients with non-constipated irritable bowel syndrome: results 
from a prospective, controlled US trial. Am.J Gastroenterol 2010; 105:859-65. 

 233.  Midtvedt T, Johansson G, Carlstedt-Duke B, Midtvedt A-C, Norin E, Gustafsson J-
Å. The effect of a shift from a mixed to a lacto-vegetarian diet on some intestinal 
microflora associated characteristics. Microb Ecol Health Dis 1990; 3:33-8. 

 234.  Gibson GR, Roberfroid MB. Dietary modulation of the human colonic microbiota: 
introducing the concept of prebiotics. J Nutr 1995; 125:1401-12. 

 235.  Macfarlane S, Macfarlane GT, Cummings JH. Review article: prebiotics in the 
gastrointestinal tract. Aliment.Pharmacol.Ther. 2006; 24:701-14. 

 236.  Hertzler SR, Savaiano DA. Colonic adaptation to daily lactose feeding in lactose 
maldigesters reduces lactose intolerance. Am.J Clin.Nutr 1996; 64:232-6. 

 237.  Briet F, Pochart P, Marteau P, Flourie B, Arrigoni E, Rambaud JC. Improved clinical 
tolerance to chronic lactose ingestion in subjects with lactose intolerance: a placebo 
effect? Gut 1997; 41:632-5. 

 238.  Stone-Dorshow T, Levitt MD. Gaseous response to ingestion of a poorly absorbed 
fructo-oligosaccharide sweetener. Am.J Clin.Nutr 1987; 46:61-5. 

 239.  Szilagyi A, Malolepszy P, Yesovitch S et al. Fructose malabsorption may be gender 
dependent and fails to show compensation by colonic adaptation. Dig Dis Sci. 2007; 
52:2999-3004. 

 240.  Heilpern D, Abbas RN, Gladman S, Menard M, Lee BH, Szilagyi A. High fructose 
intake fails to induce symptomatic adaptation but may induce intestinal carriers. 
Gastroenterol Insights 2010; 2:e2. 

 241.  Petersen A, Heegaard PM, Pedersen AL et al. Some putative prebiotics increase the 
severity of Salmonella enterica serovar Typhimurium infection in mice. 
BMC.Microbiol. 2009; 9:245. 

 242.  Kellock B. The fiber man. The life story of Dr. Denis Burkitt. Belleville, Michigan, 
USA: Lion Publishing Corporation, 1985. 

 243.  Painter NS. Irritable or irritated bowel. Br.Med J 1972; 2:46. 



69

 244.  Bijkerk CJ, Muris JW, Knottnerus JA, Hoes AW, de Wit NJ. Systematic review: the 
role of different types of fibre in the treatment of irritable bowel syndrome. 
Aliment.Pharmacol.Ther. 2004; 19:245-51. 

 245.  Ford AC, Talley NJ, Spiegel BM et al. Effect of fibre, antispasmodics, and 
peppermint oil in the treatment of irritable bowel syndrome: systematic review and 
meta-analysis. BMJ 2008; 337:a2313. 

 246.  Bijkerk CJ, de Wit NJ, Muris JW, Whorwell PJ, Knottnerus JA, Hoes AW. Soluble 
or insoluble fibre in irritable bowel syndrome in primary care? Randomised placebo 
controlled trial. BMJ 2009; 339:b3154. 

 247.  Puaschitz, N. Effekt av havregrynsgrøt på tykktarmens bakterieflora. En eksplorativ 
studie av fekal betagalaktosidase- og ureaseaktivitet i tykktarmen hos friske 
forsøkspersoner. Dissertation for the degree of Master of Science. University of 
Bergen, 2009. 

 248.  Francis CY, Whorwell PJ. Bran and irritable bowel syndrome: time for reappraisal. 
Lancet 1994; 344:39-40. 

 249.  Shepherd SJ, Parker FC, Muir JG, Gibson PR. Dietary triggers of abdominal 
symptoms in patients with irritable bowel syndrome: randomized placebo-controlled 
evidence. Clin.Gastroenterol Hepatol. 2008; 6:765-71. 

 250.  Austin GL, Dalton CB, Hu Y et al. A very low-carbohydrate diet improves 
symptoms and quality of life in diarrhea-predominant irritable bowel syndrome. 
Clin.Gastroenterol Hepatol. 2009; 7:706-8. 




