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Abstract 

Purpose  Irritable bowel syndrome (IBS) is a diagnosis defined by gastrointestinal (GI) symptoms like abdominal 
pain and changes associated with defecation. The condition is classified as a disorder of the gut-brain interaction 
(DGBI), and patients with IBS commonly experience psychological distress. The present study focuses on this distress, 
defined from reports of fatigue, anxiety, depression, sleep disturbances, and performance on cognitive tests. The aim 
was to investigate the joint contribution of these features of psychological distress in predicting IBS versus healthy 
controls (HCs) and to disentangle clinically meaningful subgroups of IBS patients.

Methods  IBS patients ( n = 49 ) and HCs ( n = 28 ) completed the Chalder Fatigue Scale (CFQ), the Hamilton Anxi-
ety and Depression Scale (HADS), and the Bergen Insomnia Scale (BIS), and performed tests of memory function 
and attention from the Repeatable Battery Assessing Neuropsychological Symptoms (RBANS). An initial explora-
tory data analysis was followed by supervised (Random Forest) and unsupervised (K-means) classification 
procedures.

Results  The explorative data analysis showed that the group of IBS patients obtained significantly more severe scores 
than HCs on all included measures, with the strongest pairwise correlation between fatigue and a quality measure 
of sleep disturbances. The supervised classification model correctly predicted belongings to the IBS group in 80% 
of the cases in a test set of unseen data. Two methods for calculating feature importance in the test set gave mental 
and physical fatigue and anxiety the strongest weights. An unsupervised procedure with K = 3 showed that one clus-
ter contained 24% of the patients and all but two HCs. In the two other clusters, their IBS members were overall more 
impaired, with the following differences. One of the two clusters showed more severe cognitive problems and anxiety 
symptoms than the other, which experienced more severe problems related to the quality of sleep and fatigue. The 
three clusters were not different on a severity measure of IBS and age.

Conclusion  The results showed that psychological distress is an integral component of IBS symptomatology. The 
study should inspire future longitudinal studies to further dissect clinical patterns of IBS to improve the assessment 
and personalized treatment for this and other patient groups defined as disorders of the gut-brain interaction. The 
project is registered at https://​class​ic.​clini​caltr​ials.​gov/​ct2/​show/​NCT04​296552 20/05/2019.
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Introduction
Irritable bowel syndrome (IBS) is a heterogeneous gas-
trointestinal (GI) condition, where the patients are rec-
ognized by recurrent abdominal pain on average at 
least 1 day/week in the last 3 months, and altered bowel 
function (consistency and/or frequency) [1]. IBS affects 
approximately 10% of the population [2, 3], with epidemi-
ological studies showing a somewhat higher prevalence 
[1] and a more frequent contact with health profession-
als in women than men [4]. There are different clinical 
subtypes related to bowel habit abnormalities [5], and 
the heterogeneity within the group is large, including 
patients with mild to moderate symptoms to individuals 
where the disorder has a debilitating effect on the quality 
of life and their general health status [4].

Despite its high prevalence and burden of symptoms, 
the etiology and pathophysiology of IBS are still incom-
pletely understood [6–8]. The most well-established 
model of IBS refers to the bi-directional connection 
between the gut and the brain [9]. This has led to the 
definition of IBS within the umbrella term of disorders of 
the gut-brain interaction (DGBIs). In this model, psycho-
logical symptoms are not only defined as secondary to or 
co-existent with the GI symptoms but rather as an inte-
gral part of the disorder [10].

In the present study, the focus is on a selection of fea-
tures that we define within the broader concept of psy-
chological distress: fatigue, sleep disturbances, and 
emotional and cognition functions. Fatigue is an obvious 
contributor to psychological distress in patients with IBS 
by interfering with their ability to perform physical, men-
tal, and social activities [11]. The prevalence of fatigue 
among patients with IBS is shown to be high. In a review 
from 2016, Han and Yang [12] reported that fatigue 
affected 60% of their sample of IBS patients ( n = 176)). 
Such a high prevalence was supported in a more recent 
review paper by Shiha and Aziz [13], reporting a pooled 
fatigue prevalence of 54.2% in the IBS sample compared 
to 25-30.5% in a general population sample. They fur-
ther emphasized the multidimensional impact of fatigue 
on daily life functioning. In contrast to Hahn and Yang 
[12], who suggested that fatigue could be experienced 
independent of other symptoms, they reported a close 
association between the severity of IBS symptoms and 
fatigue, along with associations between fatigue, anxiety, 
and depression.

Anxiety and depression are two symptom clus-
ters that are not only experienced by a large group of 

patients with IBS but are also definitely linked to the 
concept of psychological distress. Recent studies have 
provided insights into the importance of this link, par-
ticularly in the context of the COVID-19 pandemic (see 
e.g. [14]). Moreover, anxiety and depression are also 
well-known symptom clusters among patients with 
IBS. A study by Midenfjord et al. [11] showed that more 
than 40% of a large group of patients with IBS ( n = 769 ) 
showed a score above a clinical cutoff value for anxiety 
(44.9%) and between 20 and 30% on the depression sub-
scale (25.7%) from the Hospital Anxiety and Depres-
sion Scale (HADS). The authors also confirmed a close 
association between anxiety/depression and fatigue in 
patients with IBS. They concluded that these aspects 
of psychological distress seem to be intertwined with 
the clinical and pathophysiological picture of this con-
dition. Some studies have even indicated a common 
genetic basis between fatigue and anxiety-depression 
conditions [15, 16], and a recent classification study 
by Haleem et  al. [17] showed that a cluster of specific 
symptoms of fatigue and anxiety was found to identify 
patients with IBS versus healthy controls at a high level 
of accuracy.

Sleep disturbances include another set of symptoms 
that are frequently reported by patients with IBS. A 
national US study found that 73% of patients with IBS 
compared to 37% of healthy controls reported sleep-
related problems [18], and a systematic review by Tu 
et  al. [19] emphasized a close relationship between 
sleep disturbances and severity of GI symptoms. A bidi-
rectional association has also been reported between 
sleep quality and emotional symptoms [20], while few 
studies have investigated sleep-fatigue relationships. A 
study in a sample of shift workers should be of inter-
est in this context [21]. IBS, which was found to be the 
most prevalent disorder of their sample, was associated 
with sleep disturbances, and poor sleep quality was 
markedly associated with emotional problems (anxiety 
and depression) and fatigue. Furthermore, the study 
showed that most participants (up to 80%) also strug-
gled with cognitive problems affecting concentration 
and/or memory function. A bidirectional link between 
sleep problems and cognitive function [22, 23] should 
thus be expected in patients with IBS.

Although cognitive function has a key role in emo-
tion regulation and all goal-directed behavior [24] 
there are still few studies focusing on cognitive func-
tion in patients with IBS. Cognitive function is, 
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however, expected to be essential in a disorder where 
the patients are confronted with continuous streams of 
bothersome sensory information from the body [25]. 
It should also be closely related to another complaint 
commonly expressed by patients with IBS, namely 
“brain fog”, a condition characterized by forgetfulness, 
confusion, lack of concentration, and mental clarity 
[26]. Among the few available studies there are reports 
of impairment related to memory function, and atten-
tion/executive function [27, 28], at least in a subgroup 
of IBS patients [29, 30]. The relation between cognitive 
impairment and emotional function is well established 
in several diseases (see e.g., [31]), but less established 
in IBS. This is also true for the association between 
cognitive function and fatigue. Although disturbed 
concentration is one of the symptoms of fatigue, a low 
association is shown in medical conditions like post-
COVID-19 [32] and a range of other disorders [33].

Fatigue, sleep disturbances, and emotional and cogni-
tive problems, each and together, are expected to have a 
bidirectional association with the somatic symptoms of 
IBS [34]. In other words, they may be prompted by the 
condition, as well as lead to secondary effects on the 
somatic symptoms associated with IBS [35]. Fragmen-
tation of sleep may for example be related to a need to 
use the bathroom during the night or abdominal pain 
[36], but may also intensify the GI symptoms. Emotional 
symptoms may be related to shame, dissatisfaction with 
the body, and social withdrawal associated with the GI 
symptoms, but emotional symptoms like anxiety and 
depression may also intensify or increase the frequency 
of abdominal pain [13]. The somatic symptoms may also 
be influenced by cognitive processes in patients with 
IBS, for example through negative cognitive biases [28], 
while cognition may intensify challenges associated with 
the disorder. A similar bidirectional relationship can be 
described between fatigue and GI symptoms. Further-
more, the importance of grading severity level on each 
of the features described above should be emphasized, 
as illustrated by symptoms of fatigue. Although mild 
symptoms, which are probably experienced in periods 
by all adults, should be tolerated, the psychological dis-
tress may be difficult to handle in the more severe end of 
a fatigue scale, where the patients are characterized by a 
profound lack of energy, brain fog, and disturbances of 
mood and sleep [37].

This complex picture of psychological distress inspired 
us to investigate the joint distribution and feature impor-
tance of psychological distress features using a machine 
learning framework. This framework has been success-
fully used in previous studies of IBS, both to personalize 
diets based on individual gut microbiome profiles [38] 
and to improve the accuracy of identifying IBS patients 

versus controls based on different features in colonic 
endoscopy images [39]. Others have combined GI infor-
mation with psychological variables to identify more 
homogeneous subgroups in clinical [40] and population-
based samples [41]. The study by Elahe Mousavi et  al. 
[42] is of particular interest in the context of the present 
study. With a large sample of IBS patients (n = 988) and 
the inclusion of a wide range of gastrointestinal and psy-
chological variables, they identified nine clinically rel-
evant clusters. Interestingly, all clusters were described 
with different levels of psychological burden.

This motivated us to run a study focusing on psycho-
logical distress. While Haleem et  al. [17] investigated 
items within those features, the present study defined 
psychological distress from symptom severity along the 
full scale of well-known assessment instruments. The 
ultimate goal was to identify patterns of psychological 
distress factors that should be a target in a personalized 
treatment procedure for this group of patients. To that 
end, we used a supervised procedure to classify a partici-
pant as IBS versus healthy control (HC), followed by an 
unsupervised data-driven procedure to investigate if we 
could discover meaningful clusters of IBS patients inde-
pendent of the predefined labels of IBS and HC.

Materials and methods
Participants
The participants were part of the Bergen Brain-Gut 
project, which was conducted at Haukeland University 
Hospital, Bergen, Norway in 2020 - 2022. For details of 
the project design, see [43]. In this project, each patient 
and a group of HCs took part in an examination assess-
ing a wide range of psychological and GI-related fea-
tures. Patients with IBS and HCs were recruited through 
media and flyers, and some of the patients were recruited 
at the outpatient clinic at the hospital. All participants 
were at least 18 years old and were screened by a nurse 
according to the inclusion and exclusion criteria (see 
Table 1) via a phone call. They were then asked to com-
plete a set of questionnaires, to take part in a magnetic 
resonance imaging (MRI) examination, and to pro-
vide stool samples. For the patients, the examination 
also included ultrasonography, sigmoidoscopy, upper 
endoscopy, and blood tests. The participants of the pre-
sent study are restricted to those responding to all the 
measures selected for this study (see description in the 
Method section) and comprised n = 49 patients with IBS 
and n = 28 HCs. It should be noted that a large propor-
tion of these participants were also included in a previ-
ous study [17], focusing on a more restricted part of 
the features and using another analytic approach than 
in the present study. According to Rome IV phenotype 
definitions, 19 patients with IBS were classified as IBS-D 
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(diarrhea-predominant), 25 as IBS-M (mixed), and 5 as 
IBS-C (constipation-dominant).

Measures
Age, gender, and severity of IBS
Age and gender were self-reported. The IBS-Severity 
Scoring system (IBS-SSS) was included to measure sever-
ity of IBS symptoms. The questionnaire includes five 
items assessing the severity of abdominal pain, disten-
tion, bowel habits, and quality of life [44]. The maximum 
score for each question is 100. A sum of scores < 75 is 
defined as normal, while scores in the ranges [75,  175), 
[175, 300], and > 300 define mild, moderate, and severe 
IBS symptom levels, respectively [44]. The inclusion cri-
teria for the IBS patients in the present study was an IBS-
SSS score ≥ 175 . Almost all HCs obtained a score in the 
normal range, with a few reporting a score within the 
mild IBS-SSS level.

Chalder Fatigue Scale (CFQ)
The Chalder Fatigue Scale (CFQ) [45] was included as 
a measure of mental and physical fatigue. The partici-
pants are presented with 11 questions and are expected 
to report how they perceived their level of fatigue the 
previous days. On each item, they are asked whether 
they experience a given symptom as present less than 
usual, not more than usual, more than usual, or much 
more than usual. In the present study, those responses 
are scored according to a bimodal system, where 
the two first response categories are used to define 
the absence of a symptom (0 points) and the two lat-
ter as the presence of a symptom (1 point). The pre-
sent study includes two subscales of fatigue: a physical 

(items 1− 7 ) and a mental fatigue scale (items 8− 11 ), 
denoted as F1 and F2 in the result section.

Hospital Anxiety and Depression Scale (HADS)
Hospital Anxiety and Depression Scale (HADS) [46] 
is a self-report questionnaire that is commonly used 
to screen for anxiety and depression in psychiatric 
and somatic care. HADS includes fourteen questions, 
where the participants are asked to rate if the content 
of the items matches their feelings the past week. They 
are given three response options: not at all, from time 
to time (occasionally), a lot of the time, most of the time, 
coded from 0 to 3, with a max score = 42. A split in 
two factors, one as a measure of anxiety and one as 
depression, has been supported by several studies [47], 
denoted as H1 and H2 in the result section.

Bergen Insomnia Scale (BIS)
The Bergen Insomnia Scale (BIS) is included to meas-
ure sleep disturbances. The scale contains six questions, 
each ranked on a Likert scale from 0− 7 , indicating 
how many days a week during the past month they 
have experienced a given symptom [48]. In the present 
study, we have divided the scale into two subscales: 
One subscale is called “sleep quantity”, including items 
indicating prolonged onset before sleep, long noctur-
nal awakenings, and early morning awakening (items 
1− 3 ); and a “quality of sleep” subscale, including items 
assessing daytime sleepiness/tiredness, non-restora-
tive sleep, and dissatisfaction with sleep (items 4 − 6 ). 
These two scales will be referred to as B1 and B2 in the 
results section.

Table 1  Exclusion and inclusion criteria for the IBS patients. Source: Retrieved from [43]

Inclusion: Rome-IV criteria: Recurrent abdominal pain average at least 1 day/week 
during the last 3 months, and associated alterations in bowel habits at least 6 
months before diagnosis. Other causes are excluded.

Normal diet at least 3 weeks before inclusion IBS score equal to or above 175.

Exclusion: Pharmacological treatment affecting GI tract, including medication for anxi-
ety and depression, diabetes, coeliac disease, IBS, Polycystic ovary syndrome, 
active Helicobacter pylori infection, Parkinson’s disease, amyotrophic lateral 
sclerosis, or Psychiatric disorders.

Treated with antibiotics for the last 3 months

Diets such as vegetarian or vegan

Use of probiotics or low-FODMAP diet within the last 3 weeks

Previous intestinal surgery, except appendectomy

Metallic implants, claustrophobia, incompatible with MRI

Travel outside Europe last 3 weeks

Plan to travel in the near future

Pregnancy
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Repeatable Battery for the Assessment of Neuropsychological 
Status (RBANS)
All participants performed the tests included in the 
Norwegian A version of the Repeatable Battery for the 
Assessment of Neuropsychological Status (RBANS), 
administered and scored according to the instruc-
tions presented in the test manual [49]. The test battery 
includes a total score and subscores within the following 
cognitive domains: immediate memory, visuospatial abil-
ities, verbal skills, attention, and recall. Two RBANS sub-
scales (raw scores) were selected for the present study, a 
memory subscale and an attention subscale, to represent 
domains where previous studies have shown reduced 
performance in patients with IBS [27, 29]. The memory 
subscale is calculated as the sum of scores obtained on 
three subtests where the participant is asked to recall a 
list of words, a story, and a set of figures presented in the 
first part of the test procedure (a delay of approximately 
20 minutes). The attention subscale is calculated as the 
sum of scores obtained on a Digit Span and a Coding test. 
The recall and attention subscales will be referred to as 
R1 and R2 in the results section.

Data analysis
The analytic workflow consisted of the following steps. 

	(i)	 Explorative data analysis: For investigating and 
summarizing the statistical characteristics of the 
dataset, e.g., summary statistics, feature distribu-
tions, correlations, and corresponding visualiza-
tions, we used common Python libraries (Pan-
das, Seaborn) and interactive functionality in 
ydata_profiling (https://​github.​com/​ydata​ai/​
ydata-​profi​ling).

	(ii)	 Supervised classification: For comprehensive and 
efficient statistical classification of IBS patients 
versus healthy controls based on their psychologi-
cal distress features we used the open-source, low-
code machine learning library PyCaret 3.0 library 
(https://​pycar​et.​gitbo​ok.​io) in Python. Within 
the PyCaret library, essentially a Python wrap-
per around several machine learning libraries and 
frameworks, the Random Forest Classification (RF) 
was selected due to its high ranking on this type of 
tabular data and its superior performance in vari-
ous classification tasks [50]. RF is an ensemble (a 
“forest”) of decision trees trained with the “bag-
ging” method. The basic idea is to create multiple 
decision trees (in our case, n_tree=100) during 
training and to have them operate as a commit-
tee of “weak” classifiers to make the final decision 
[51]. The data was randomly split (70%/30%) into 
a training set and a test set. The first was used for 
iterative training and validation of the model. The 

latter was used in the evaluation of the model’s per-
formance (according to several metrics) on unseen 
data, in order to assess its generalization ability. 
More specifically, the binary (RF) classifier was 
evaluated by computing the 2× 2 confusion matrix 
(CM) and metrics derived from CM such as accu-
racy, recall (sensitivity), specificity, and MCC (the 
Matthews correlation coefficient). MCC is gener-
ally regarded as being one of the best measures of 
describing the confusion matrix of true and false 
positives and negatives by a single number [52–54]. 
The MCC ranges from −1 to 1, where 1 indicates 
a perfect prediction, 0 no better than a random 
prediction, and −1 indicates total disagreement 
between prediction and observation.

	(iii)	 Feature importance: To evaluate feature impor-
tance in the RF classification, the Gini index was 
used for quantifying how much a given feature 
contributes to homogenizing the nodes within a 
decision tree, and thus measuring how the feature 
reduces uncertainty or “impurity” in the data. In 
this method, features more effective at creating 
pure nodes (i.e., nodes with predominantly one 
class) are considered more important [51]. Fea-
ture importance results using this method were 
also compared with those obtained with quite a 
different method, the SHAP values from coopera-
tive game theory, where the features are the “play-
ers”. This was done to assess the consistency of the 
ranking of feature importance. The SHAP values 
of a feature is calculated by measuring its average 
marginal contribution to the model’s prediction 
across all possible feature combinations [55]. A 
SHAP plot is a tool for interpretability, providing a 
detailed representation of how each feature influ-
ences the model’s predictions.

	(iv)	 Unsupervised classification of the eight psycho-
logical distress features was performed using the 
K-means clustering algorithm as implemented 
in the scikit-learn https://​scikit-​learn.​org 
clustering module. This method systematically 
and iteratively partitions the data into K distinct 
clusters, where each data point (feature vector) 
is assigned to the cluster whose mean is closest, 
thereby minimizing within-cluster variance. The 
choice of K = 3 was selected heuristically (in a 
clinical sense) to distinguish between the clusters. 
The analysis was also re-run with different cluster 
numbers using the elbow and silhouette procedures 
to assess the “optimal” number of clusters. How-
ever, due to a small sample size and very few par-
ticipants in some of the clusters when K ≫ 3 , we 
decided to present the analysis with three clusters. 

https://github.com/ydataai/ydata-profiling
https://github.com/ydataai/ydata-profiling
https://pycaret.gitbook.io
https://scikit-learn.org
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Following the convergent state of the clusters, each 
data point was assigned a cluster label (1, 2, or 3), 
and the characteristics of the cluster members were 
visualized and described. The inter-cluster vari-
ability was quantitatively assessed using Cohen’s d 
statistics, where values approximately 0.2, 0.5, and 
0.8 denote small, medium, and large effect sizes, 
respectively, according to established statistical 
folklore [56]. The presentation of this metric facili-
tates the comparisons of the distinct characteristics 
of the clusters.

The implementation of the complete workflow will be 
openly available at https://​github.​com/​arvidl/​ibs-​distr​ess. 
This repository specifies the setup of a project-specific 
conda environment ‘ibs’ and comprises the cleaned 
input datasets in .csv format and Python code (Jupyter 
notebooks) for reproducing all tables and figures in the 
paper.

Results
Characteristics of the participants
The two groups were similar regarding age, with a mean 
value of 36.45 (SD 10.9) yrs. in the IBS and a mean of 
35.82 (12.5) yrs. in the HC group. The number of females 
(F) was larger than for men (M) in both groups (F/M = 
38/11 and F/M = 18/10, respectively). The IBS-SSS score 
was significantly higher in the IBS group (p<.001) than in 
the HC group (mean 499.07 and 35.82, respectively), as 
expected from the inclusion criteria of the present study.

Explorative data analysis
Table  2 shows that the IBS group obtained much more 
severe scores than the HC group on all included vari-
ables. A statistically significant value was retained after 
Bonferroni correction for the quality of sleep subscale 

from BIS, the anxiety and depression subscales from 
HADS, and the physical, and mental fatigue scales from 
CFQ.

Figure  1 shows the color-coded, pairwise scatter-
plots of feature values observed in the IBS and the HC 
groups, respectively. The group-wise kernel density bar 
plots (diagonal panels) of the scores obtained by the two 
groups on the included subscales show that distributions 
of the IBS group were shifted to the right on all measures 
except for the two RBANS scales, where the severity fol-
lows the other direction. The heatmap in Fig.  2 shows 
the Pearson correlation matrices of pair-wise numeri-
cal features in the HC group (lower triangular) and the 
IBS group (upper triangular). In both groups, the high-
est pairwise correlation was found between the two 
CFQ subscales ( r = .58 and .66), while the correlations 
between the two subscales of the HADS and the BIS 
were higher in the HC ( r = .58 and .50) than in the IBS 
group ( r = .24 and .42). The correlations between the 
two RBANS subscales were weak in both groups. In the 
IBS group, correlations at a moderate level were found 
between each of the fatigue subscales and the quality of 
sleep subscale from BIS ( r = .41 and .42). All other cor-
relations in the HC and IBS groups were below this level.

Supervised classification
The following eight features were used in the super-
vised and unsupervised classification of IBS versus HC: 
R1 (recall), R2 (attention), B1 (sleep quantity), B2 (qual-
ity of sleep), H1 (anxiety), H2 (depression), F1 (physical 
fatigue), and F2 (mental fatigue).

Table 3 shows the model comparison with their metrics 
as obtained in the training set. Within the PyCaret frame-
work, the Random Forest Classification was selected due 
to its superior performance among the tested classifiers. 

Table 2  Mean, standard deviation, median, and Mann-Whitney U test

B1 (quantity of sleep), B2 (quality of sleep), H1 (anxiety), H2 (depression), F1 (physical fatigue), F2 (mental fatigue), R1 (recall), and R2 (attention) in the IBS and the 
HC group. ** denotesp < 0.001

Age IBS-SSS B1 B2 H1 H2 F1 F2 R1 R2

IBS (n=49)

     mean 36.43 275.29 6.02 10.90 8.20 4.90 4.55 1.82 32.80 58.16

     SD 10.97 71.68 3.69 4.96 4.15 3.12 2.33 1.41 5.33 8.39

     median 35.00 258.00 6.00 11.00 8.00 4.00 5.00 2.00 35.00 59.00

HC (n=28)

     mean 34.93 35.82 3.82 6.14 3.71 1.75 1.07 0.29 35.86 62.39

     SD 12.36 32.26 4.49 3.37 2.80 1.86 1.65 0.71 4.22 8.64

     median 33.00 27.50 2.00 6.00 3.00 1.00 0.00 0.00 35.50 63.50

Mann-Whitney U test between IBS and HC:

     p 0.439 ** 0.003 ** ** ** ** ** 0.015 0.060

https://github.com/arvidl/ibs-distress
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This classifier obtained an accuracy score above 91%, and 
was also high on recall, precision, and FI scores.

Figure  3 shows the 2× 2 confusion matrix for the 
test dataset, from which we can derive the follow-
ing matrices: Accuracy 0.71; Recall 0.80; Precision: 
0.75; F1-score: .77; MCC: .37. Thus, we find that 80% 
( 12
15

 ) of the IBS patients are correctly identified as IBS 
and that the ratio of correct classifications for the HC 
group ( 5

9
 ) is lower (56%). An MCC of .37 suggests that 

our model has a moderate positive correlation between 
the observed and predicted classifications. In our 
context, this might indicate consideration of model 
hyperparameter tuning, or more “feature engineering” 
in the selection of psychological distress variables, as 
proposed in the Discussion. The low IBS-SSS score in 
the falsely HCs identified as IBS and the high IBS-SSS 
scores among the IBS patients falsely identified as HCs 
should be noted.

Fig. 1  Color-coded, pairwise scatterplots of feature values observed in the IBS group and the HC group, respectively. In each panel, the IBS 
and the HC data points are fitted separately with a linear regression line with shaded confidence intervals. The diagonal panels show the group-wise 
kernel density estimation plots for the numerical features. R1 (recall), R2 (attention), B1 (quantity of sleep), B2 (quality of sleep), H1 (anxiety), H2 
(depression), F1 (physical fatigue), F2 (mental fatigue). See “Measures” section for details



Page 8 of 15Lundervold et al. BMC Gastroenterology          (2024) 24:267 

Fig. 2  Pearson correlation matrices of pair-wise numerical features in the HC group (lower triangular) and the IBS group (upper triangular. R1 
(recall), R2 (attention), B1 (quantity of sleep), B2 (quality of sleep), H1 (anxiety), H2 (depression), F1 (physical fatigue), F2 (mental fatigue). See 
“Measures” section for details

Table 3  Model comparison and their metrics. All estimators are baseline models (without hyperparameter tuning), being assessed on 
the training dataset ( n = 53 , IBS: 34, HC: 19, F: 38, M: 15) with averaged stratified 10-fold cross-validation scores. We fixed the random_
state=123 for reproducibility. Accuracy = TP+TN

TP+FN+FP+TN
 ; Recall = TP

TP+FN
 (sensitivity, recognition rate); Prec. = Precision TP

TP+FP
 (positive 

predictive value); F1 = F1-score 2TP

2TP+FP+FN
 (the harmonic mean of precision and recall); Kappa = Cohen’s kappa coefficient; MCC = 

Matthews Correlation Coefficient [53]

Model Classifier Accuracy Recall Prec. F1 Kappa MCC

rf Random Forest Classifier 0.910 0.910 0.926 0.907 0.801 0.818

nb Naive Bayes 0.893 0.893 0.920 0.889 0.774 0.798

gbc Gradient Boosting Classifier 0.873 0.873 0.897 0.866 0.712 0.743

et Extra Trees Classifier 0.873 0.873 0.899 0.869 0.722 0.750

lr Logistic Regression 0.853 0.853 0.880 0.849 0.691 0.714

qda Quadratic Discriminant Analysis 0.853 0.853 0.824 0.818

ada Ada Boost Classifier 0.840 0.840 0.862 0.838 0.661 0.678

lightgbm Light Gradient Boosting Machine 0.833 0.833 0.825 0.817 0.630 0.644

ridge Ridge Classifier 0.817 0.817 0.842 0.813 0.610 0.633

dt Decision Tree Classifier 0.817 0.817 0.851 0.811 0.603 0.638

lda Linear Discriminant Analysis 0.817 0.817 0.842 0.813 0.610 0.633

xgboost Extreme Gradient Boosting 0.817 0.817 0.827 0.815 0.605 0.615

knn K Neighbors Classifier 0.790 0.790 0.826 0.780 0.534 0.576

svm SVM - Linear Kernel 0.757 0.757 0.690 0.699 0.353 0.377

dummy Dummy Classifier 0.640 0.640 0.413 0.501 0.000 0.000
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With these promising results, showing that the Ran-
dom Forest classifier performed well on both the training 
set (unsurprising) and on the unseen test data, we calcu-
lated feature importance according to the two procedures 
described in the Methods section.

Figure  4 shows that both methods identified the 
strongest importance of the two fatigue scales and 

the anxiety subscale, with a more mixed identification 
of features among the ones defined as those with the 
lowest importance. The SHAP value plot added infor-
mation about the importance of the values on these 
measures. The y-axis in the plot reflects the impact of 
the feature on the model’s output and the x-axis quanti-
fies the impact of a feature on the model’s prediction. 

Fig. 3  Confusion matrix, CM for the IBS and HC instances in the test dataset ( n = 24 , IBS: 15, HC: 9, F(emales): 18, M(ales): 6). Annotation of instances 
(number, sex distribution, and IBS-SSS summary statistics) are depicted in each of the CM quadrants: TP (true positive), TN (true negative), FP (false 
positive), FN (false negative) instances predicted by the trained RF model (best_model)

Fig. 4  Calculation and visualization of feature importance. a Gini importance b SHAP values



Page 10 of 15Lundervold et al. BMC Gastroenterology          (2024) 24:267 

Positive values are shown to the right of zero, with red 
points representing higher feature values. A high vari-
ability indicates strong diversity in the impact of the 
feature on the model output. Mental (F2) followed by 
physical fatigue (F1) are highly influential with values 
varying significantly across the dataset. The spread is 
moderate for the anxiety (H1), depression (H2), and 
quality of sleep (B2) subscales. The narrow spread of 
the other features (R1, R2, and B1) suggests they are 
less influential on the model output.

Unsupervised classification
The K-means clustering procedure showed that all except 
two of the HCs were included in Cluster 1, with the larg-
est subgroup of IBS patients (51%) allocated to Cluster 3. 
The higher number of males included in Cluster 3 versus 
Cluster 2 should be noted (Fig. 5).

Table 4 shows the means and standard deviations (SD) 
of the features within each cluster, with values re-scaled 
to their original scales, and the effect sizes of the differ-
ences between the clusters on each of their components. 
Overall, the scores of Cluster 1 were lower on the anxiety 
(H1), depression (H2), sleep disturbances (B1 and B2), 
and fatigue (F1 and F2) scales, and higher on the two cog-
nitive measures of recall (R1) and attention (R2) than the 

two other clusters. Furthermore, the low scores on the 
cognitive scales in Cluster 2 and the high fatigue scales 
(F1 and F2) in Cluster 3 should be noted, along with the 
opposite directions of effects on the anxiety (H1) and 
depression (H2) subscales. To sum up, this indicates that 
while one group of IBS patients show no signs of psy-
chological distress (Cluster 1), another cluster primarily 
shows scores in the most severe end on the cognitive and 
anxiety scales (Cluster 2), while the third cluster mainly 
shows the most severe problems related to sleep qual-
ity, depression, and fatigue. A follow-up analysis showed 
that the IBS patients allocated to the three groups were 
similar regarding age (mean 32.9; 32.8 and 37.4, respec-
tively) and the IBS-SSS score (279.8; 277.1 and 272.2, 
respectively).

Discussion
Summary of the results
The study explored the presence and severity of psy-
chological distress among patients with IBS. Overall, 
our findings align with prior research, indicating signifi-
cantly more severe fatigue [13], anxiety and depression 
[11], sleep disturbances [18], and reduced performance 
on psychometric tests of attention [27, 28] and memory 
function [29] in patients with IBS compared to a group 

Fig. 5  K-means clustering ( K = 3 ). Line plots (thin lines) of the eight psychological distress features where the three color-coded cluster centroids 
(fat lines) are superimposed. HCs are colored in blue (dotted lines) and IBS in red
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of healthy controls (HCs). Pairwise correlation analyses 
revealed the strongest relationship between fatigue and 
quality of sleep measures (for details, see Table  2 and 
Fig.  2). The application of a Random Forest Classifica-
tion model, which successfully classified 80% of the IBS 
patients in a hold-out test dataset, and accompanying 
analysis of feature importance, pinpointed mental and 
physical fatigue (F2 and F1), along with anxiety (H1), as 
the most important features for discriminating between 
IBS patients and HCs. Variability in the impact of the 
different psychological distress variables in the predic-
tive RF model, as revealed through SHAP value analysis, 
suggested a substantial diversity of psychological distress 
among IBS patients. A fully data-driven, unsupervised 
K-means clustering approach supported this diversity by 
identifying three distinct subgroups of IBS patients. One 
cluster appeared largely unaffected by psychological dis-
tress, another exhibited low performance on the cogni-
tive tests and elevated symptoms of anxiety, and the third 
was characterized by the most severe fatigue, sleep qual-
ity disturbance, and symptoms of depression. Notably, 
the severity of IBS symptoms (IBS-SSS) and age range 
among the IBS patients were similar across the clusters. 
However, the cluster allocation of male participants was 
uneven across the subgroups, suggesting a potential 
gender-related pattern in the experience of psychological 
distress among IBS patients.

Fatigue and its relation to sleep disturbances
In our investigation of psychological distress, particular 
attention was given to the role of fatigue - a symptom 
that is known to profoundly influence both our physical 

and mental well-being [13]. Through the application of 
our machine learning approach, enabling the concur-
rent analysis of various factors, we identified physical 
and mental fatigue as critical elements in distinguishing 
between the experience of IBS patients and HCs in the 
supervised classification. This finding was supported by 
two methods used to assess feature importance (Gini 
impurity and SHAP values). Moreover, the differentia-
tion in severity level of fatigue across the three clusters in 
the unsupervised classification supported the notion that 
fatigue should be considered along a continuum from a 
mild to a severe level in patients with IBS [12, 57].

Previous research has shown that fatigue, along with 
other features of psychological distress, may have a 
substantial impact on quality of life. This was empha-
sized in a systematic review by Ohlsson [58]. Interest-
ingly, our study revealed weaker pairwise correlations 
between fatigue and the other features of psychological 
distress than expected from the many items related to 
sleep, emotional, and cognitive features included in the 
questionnaire used to assess fatigue in the present study 
(CFQ-11) [45]. The strongest correlation was found 
between the quality of sleep subscale and the fatigue 
scales. Previous studies have shown a close relationship 
between quality disturbances of sleep and sleep distur-
bances referred to as sleep quantity in the present study 
(see e.g., [19]. Here, we found a much stronger correla-
tion between those different aspects of sleep distur-
bances in the HC than in the IBS group. This points to 
a unique pattern within the IBS group, emphasizing the 
importance of quality of sleep in patients with IBS and 
its relation to fatigue (see [22]).

Table 4  The mean and standard deviations (SD), with Cohens’s d for each the components (R1, ..., F2) of the three clusters

R1 (recall), R2 (attention), B1 (quantity of sleep), B2 (quality of sleep), H1 (anxiety), H2 (depression), F1 (physical fatigue), and F2 (mental fatigue)

R1 R2 B1 B2 H1 H2 F1 F2

Cluster 1n = 38

     mean 35.50 63.26 3.95 6.50 4.03 1.89 1.39 0.37

     SD 3.60 7.28 4.21 3.30 2.98 1.75 1.84 0.71

Cluster 2n = 13

     mean 27.54 50.92 7.15 8.77 10.08 4.62 3.08 0.85

     SD 6.35 7.38 3.46 4.11 3.68 2.47 2.06 1.21

Cluster 3n = 26

     mean 34.77 58.88 6.12 13.27 8.54 6.04 6.15 2.77

     SD 4.03 7.99 3.76 4.79 4.00 3.32 0.97 0.95

Effect size (Cohen’s d)

Cluster 1 vs Cluster 2 1.80 1.69 -0.79 -0.65 -1.91 -1.39 -0.89 -0.55

Cluster 1 vs. Cluster 3 0.19 0.58 -0.54 1.71 -1.32 -1.66 -3.08 -2.94

Cluster 2 vs. Cluster 3 -1.47 -1.02 0.28 -0.98 0.39 -0.46 -2.17 -1.84
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Fatigue, emotional and cognitive function
Recent research, including the study by Gilley et al. [22], 
has highlighted the intricate association between quality 
of sleep and fatigue, as well as between these features and 
emotional symptoms like anxiety and depression. While 
direct pairwise comparisons in our study showed weaker 
correlations than expected, the multivariate analyses 
revealed a more complex pattern among these features 
of psychological distress. Particularly, anxiety, closely fol-
lowed by depression, emerged as a significant factor in 
our supervised classification analysis, emphasizing the 
critical role of emotional function in the IBS symptom 
complex [11]. Furthermore, our findings from unsuper-
vised classification suggested a more nuanced picture, 
where anxiety and depression influence subgroups of 
IBS patients in distinct ways. In the two most severely 
impaired subgroups of IBS patients (Cluster 2 and 3), 
one is predominantly affected by anxiety and another 
by depression. This differentiation suggests a diversity in 
emotional symptoms within the IBS population and sig-
nals the need for more detailed investigations into how 
these differences contribute to the disorder.

The results regarding cognitive function should be 
noted. Given its key role in emotion regulation and 
all goal-directed behavior [24], stronger importance 
of cognitive measures should have been expected in a 
group of patients characterized by continuously bother-
some sensory information from the body [25]. With the 
unsupervised classification analysis, however, the study 
contributed to a more nuanced picture by showing that 
performance on cognitive tests was particularly low in a 
subgroup of IBS patients. This finding should be under-
scored, as it aligns with results from previous studies 
from our research group. In those studies, impairment on 
a psychometric test of cognitive function [29] and on a 
self-reported questionnaire of executive functioning [30] 
were restricted to a subgroup of patients. These findings 
should thus inspire further studies of cognitive function 
and its interplay with emotion and physical symptoms in 
patients with IBS.

The role of gender and age in IBS
Several studies have noted more severe symptoms associ-
ated with IBS in women than men [58], a gender imbal-
ance that was reflected in the present study. This has 
been explained by a tendency for women to be more 
prone to anxiety and depression than males [59], while 
others have put weight on hormonal factors [60] and 
sociocultural influences [4]. In the present study, male 
patients with IBS were primarily identified in the largely 
unaffected group. Among the two most severity-affected 
clusters, however, they were more frequently allocated to 
the one with the most severe symptoms of fatigue, sleep 

disturbance, and depression. One might speculate if this 
supports previous studies indicating that males experi-
ence IBS symptoms differently from females [61] and that 
at least a subgroup of males do not seek medical atten-
tion until their symptoms are at a high severity level.

The narrow age range and the small sample size pre-
vented age-specific analysis in the present study. Other 
studies have, however, shown an inverse relationship 
between GI symptoms and age [62], and that age may be 
a critical factor in understanding the pattern of psycho-
logical distress and its consequences in patients with IBS 
and other related disorders [63]. Taken together, these 
findings further underscore the heterogeneity of IBS, and 
that there may be a need for gender- and age-tailored 
treatment approaches.

Clinical implications
A key finding of the present study was the identification 
of distinct, clinically valid subgroups, each with differ-
ent levels of symptom severity and cognitive functioning. 
This insight should be critical for healthcare providers 
to consider when creating personalized treatment plans. 
Recent reports from the Rome working team on gut-brain 
behavior therapies [64] have outlined various treatment 
programs for patients with IBS, emphasizing the effec-
tiveness of psychological interventions, such as cognitive 
behavioral therapy (CBT) [65], even when administrated 
purely online [66]. Our study indicates that some patients, 
the ones in the cluster with cognitive difficulties and 
anxiety, may benefit from a targeted cognitive-emotional 
pre-treatment procedure before deciding on a treatment 
strategy for a given patient [67]. Although some treatment 
strategies may be an exception, most treatment programs 
presented by Keefer et al. [64] put a strong burden on cog-
nitive and emotional control. Particularly, patients with 
reduced cognitive control combined with a high level of 
health-related anxiety may face specific challenges that 
must be accounted for [68]. In summary, our findings 
underscore the importance of screening for different fac-
ets of psychological distress in IBS patients, moving away 
from a one-size-fits-all strategy towards a personalized 
medicine approach when assessing and treating patients 
with IBS. In order to make the findings even more clini-
cally relevant, future studies could use the present 
machine learning approach to classify IBS among a larger 
set of disorders of the gut-brain interaction.

Strengths and limitations
A major strength of the present study lies in using 
multivariate analyses and a machine learning approach 
to uncover natural and potentially hidden patterns 
within a clinical and demographic data set. By this, we 
may have contributed to alertness on the heterogeneity 
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and complexity of symptoms associated with IBS. 
Random Forest, an ensemble learning model, excels 
in handling nonlinear relationships and identifying 
important features without being too sensitive to noise 
or imbalances characterizing the data set. Additionally, 
by splitting our data into a training set and a separate 
test dataset, the results can be generalized, and the 
risk of overfitting can be reduced. Moreover, apply-
ing sophisticated feature importance methods, such as 
SHAP values with the prediction model, helps reveal 
the most clinically relevant factors in psychological 
distress related to IBS.

Despite these methodological strengths, we acknowl-
edge several limitations. The small dataset size, includ-
ing primarily females, is the most notable constraint, 
restricting the generalizability of the findings. This 
limitation also prevents more detailed clinical stratifi-
cation and analysis, e.g., dividing the sample into age 
groups, and subgroups like IBS-C, IBS-D, and IBS-M. 
Furthermore, a larger set and wider source of data (e.g., 
imaging, physiological measurements, and microbiome 
sequencing) will be needed to fully explore the bidirec-
tional communication within the gut-brain axis. We are 
also aware that the strict Rome-IV diagnostic criteria 
for IBS may have led to the inclusion of patients with 
higher levels of psychological distress than in previ-
ous studies, and that information about the duration of 
the disorder could have improved the strength of the 
study. The restricted ranges of IBS-SSS scores qualify-
ing to be enrolled as IBS or HC in the study could also 
be relaxed, enabling a study of IBS along a continuum 
and using machine learning regression methods in 
addition to (multi-)class predictive models. Lastly, the 
cross-sectional design prevents the ability to conclude 
about disease trajectories and the dynamics of IBS, 
which will require a longitudinal study, preferably with 
interventions.

Conclusions
In conclusion, this study shows the complex and inter-
twined nature of psychological distress in patients with 
IBS. Within a model of the brain-gut axis, the pre-
sent study highlights the significant role of associations 
between and the joint contribution of fatigue, sleep dis-
turbances, anxiety and depression, and performance on 
tests of recall and attention. Taken together, these find-
ings support that all features are integral components 
of IBS symptomatology. The results also suggest differ-
ent patterns of psychological distress among patients 
with IBS, leaving one subgroup unaffected. Although 
restricted by a low sample size, the study should inspire 
future longitudinal research to further characterize clini-
cal patterns of IBS, and by this contribute to improving 

the quality of life for patients with IBS and potentially 
extend findings to other disorders of gut-brain interac-
tion like chronic fatigue syndrome/myalgic encephalo-
myelitis (CFS/ME) and long COVID.

Abbreviations
HC	� Healthy controls
IBS	� Irritable bowel syndrome
GI	� Gastrointestinal
DGBI	� Disorders of the gut-brain interaction
CFQ-11	� Chalder Fatigue Scale - 11 items
BIS	� Bergen Insomnia Scale
HADS	� Hamilton Anxiety and Depression Scale
RBANS	� Repeatable Battery for the Assessment of Neuropsycho-

logical Status
IBS-SSS	� IBS Severity Scoring System
CM	� Confusion matrix
MCC	� Matthews correlation coefficient
RF classification	� Random Forest Classification
R1	� Recall
R2	� Attention
B1	� Quantity of sleep
B2	� Quality of sleep
H1	� Anxiety
H2	� Depression
F1	� Physical fatigue
F2	� Mental fatigue
CSF/ME	� Chonic fatigue syndrome/Myalgic encephalomyelitis
COVID-19	� Coronavirus disease caused by the SARS-CoV-2 virus

Acknowledgements
We sincerely thank all patients and healthy volunteers for their participation 
in the Bergen Brain-Gut Microbiota (B-BGM) project. We also thank all the 
present and previous members of the B-BGM project.

Authors’ contributions
Conceptualization of the present study, A.J.L.; methodology, A.L., A.J.L.; formal 
analysis, A.L., A.J.L.; data collection G.A.L., E.S. T.H., B.B., and A.J.L.; writing 
original draft preparation A.J.L., A.L.; review and editing J.B., G.A.L., E.S., T.H., B.B., 
A.J.L., A.L., project administration, B.B.; funding acquisition, T.H., A.L. All authors 
have read and agreed to the published version of the manuscript.

Funding
Open access funding provided by University of Bergen. This research was 
funded by the Research Council of Norway (grant ID FRIMED-BIO276010) and 
Helse Vest’s Research Funding (grant ID HV912243) and by the Trond Mohn 
Research Foundation, grant number BFS2018TMT0, and from The Research 
Council of Norway, project number 294594. Informed consent was obtained 
from all subjects involved in the study.

Availability of data and materials
The implementation of the complete workflow, the setup of the correspond-
ing conda environment, the cleaned input dataset in .csv format, and code 
for all resulting tables and figures are available as Jupyter notebooks at https://​
github.​com/​arvidl/​ibs-​distr​ess.

Data availability
Data are provided as supplementary information in the following GitHub 
repository: https://​github.​com/​arvidl/​ibs-​distr​ess (available if the manuscript is 
accepted for publication or requested by reviewers).

Declarations

Ethics approval and consent to participate
The B-BGM project was approved by the Southeast Regional Ethical Committees 
(REC) for medical and health research ethics in Norway (REK2015-01621). All par-
ticipants provided written consent to participate, and the project was conducted 
following the ethical requirements from the Declaration of Helsinki. Informed 

https://github.com/arvidl/ibs-distress
https://github.com/arvidl/ibs-distress
https://github.com/arvidl/ibs-distress


Page 14 of 15Lundervold et al. BMC Gastroenterology          (2024) 24:267 

consent was obtained from all subjects involved in the study. The project is regis-
tered at https://​class​ic.​clini​caltr​ials.​gov/​ct2/​show/​NCT04​296552. 20/05/2019.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Author details
1 Department of Biological and Medical Psychology, Universtity of Bergen, Ber-
gen 5020, Norway. 2 National Center for Functional Gastrointestinal Disorders, 
Department of Medicine, Haukeland University Hospital, Bergen 5021, Norway. 
3 Department of Clinical Medicine, University of Bergen, Bergen 5020, Norway. 
4 Center for Nutrition, Department of Clinical Medicine, University of Bergen, 
Bergen 5020, Norway. 5 Department of Biomedicine, University of Bergen, 
Bergen 5020, Norway. 6 Medical‑AI, Mohn Medical Imaging and Visualization 
Centre, Department of Radiology, Haukeland University Hospital, Bergen 5021, 
Norway. 

Received: 17 March 2024   Accepted: 6 August 2024

References
	1.	 Lovell RM, Ford AC. Global prevalence of and risk factors for irrita-

ble bowel syndrome: a meta-analysis. Clin Gastroenterol Hepatol. 
2012;10(7):712–21. https://​doi.​org/​10.​1016/j.​cgh.​2012.​02.​029.

	2.	 Black CJ, Ford AC. Global burden of irritable bowel syndrome: trends, pre-
dictions and risk factors. Nat Rev Gastroenterol Hepatol. 2020;17(8):473–
86. https://​doi.​org/​10.​1038/​s41575-​020-​0286-8.

	3.	 Sperber AD, Bangdiwala SI, Drossman DA, Ghoshal UC, Simren M, Tack 
J, et al. Worldwide prevalence and burden of functional gastrointestinal 
disorders, results of Rome Foundation Global Study. Gastroenterology. 
2021;160(1):99–114.

	4.	 Drossman DA, Tack J. Rome Foundation clinical diagnostic criteria for 
disorders of gut-brain interaction. Gastroenterology. 2022;162(3):675–9. 
https://​doi.​org/​10.​1053/j.​gastro.​2021.​11.​019.

	5.	 Bonetto S, Fagoonee S, Battaglia E, Grassini M, Saracco GM, Pellicano R. 
Recent advances in the treatment of irritable bowel syndrome. Pol Arch 
Intern Med. 2021;131(7–8):709–15.

	6.	 Black CJ, Drossman DA, Talley NJ, Ruddy J, Ford AC. Functional gastroin-
testinal disorders: advances in understanding and management. Lancet. 
2020;396(10263):1664–74. https://​doi.​org/​10.​1016/​S0140-​6736(20)​
32115-2.

	7.	 Drossman DA, Camilleri M, Mayer EA, Whitehead WE. AGA technical 
review on irritable bowel syndrome. Gastroenterology. 2002;123(6):2108–
31. https://​doi.​org/​10.​1053/​gast.​2002.​37095.

	8.	 Hillestad EMR, van der Meeren A, Nagaraja BH, Bjørsvik BR, Haleem N, 
Benitez-Paez A, et al. Gut bless you: The microbiota-gut-brain axis in 
irritable bowel syndrome. World J Gastroenterol. 2022;28(4):412. https://​
doi.​org/​10.​3748/​wjg.​v28.​i4.​412.

	9.	 Mayer EA, Nance K, Chen S. The Gut-Brain Axis. Annu Rev Med. 
2022;73:439–53. https://​doi.​org/​10.​1146/​annur​ev-​med-​042320-​014032.

	10.	 Trindade IA, Hreinsson JP, Melchior C, Algera JP, Colomier E, Törnblom 
H, et al. Global prevalence of psychological distress and comorbidity 
with disorders of gut-brain interactions. Off J Am Coll Gastroenterol. 
2024;119(1):165–75.

	11.	 Midenfjord I, Polster A, Sjövall H, Törnblom H, Simren M. Anxiety and 
depression in irritable bowel syndrome: Exploring the interaction with 
other symptoms and pathophysiology using multivariate analyses. Neu-
rogastroenterol Motil. 2019;31(8):e13619. https://​doi.​org/​10.​1111/​nmo.​
13619.

	12.	 Han CJ, Yang GS. Fatigue in irritable bowel syndrome: a systematic review 
and meta-analysis of pooled frequency and severity of fatigue. Asian Nurs 
Res. 2016;10(1):1–10. https://​doi.​org/​10.​1016/j.​anr.​2016.​01.​003.

	13.	 Shiha MG, Aziz I. Physical and psychological comorbidities associated 
with irritable bowel syndrome. Aliment Pharmacol Ther. 2021;54:S12–23. 
https://​doi.​org/​10.​1111/​apt.​16589.

	14.	 Wang CX, Kohli R, Olaker VR, Terebuh P, Xu R, Kaelber DC, et al. Risk for 
diagnosis or treatment of mood or anxiety disorders in adults after SARS-
CoV-2 infection, 2020–2022. Mol Psychiatry. 2024:1–11. https://​doi.​org/​10.​
1038/​s41380-​024-​02414-x.

	15.	 Vassend O, Røysamb E, Nielsen CS, Czajkowski NO. Fatigue symptoms in 
relation to neuroticism, anxiety-depression, and musculoskeletal pain. A 
longitudinal twin study PLoS ONE. 2018;13(6):e0198594. https://​doi.​org/​
10.​1371/​journ​al.​pone.​01985​94.

	16.	 Eijsbouts C, Zheng T, Kennedy NA, Bonfiglio F, Anderson CA, Moutsianas 
L, et al. Genome-wide analysis of 53,400 people with irritable bowel 
syndrome highlights shared genetic pathways with mood and anxiety 
disorders. Nat Genet. 2021;53(11):1543–52. https://​doi.​org/​10.​1053/j.​
gastro.​2022.​06.​028.

	17.	 Haleem N, Lundervold AJ, Lied GA, Hillestad EMR, Bjorkevoll M, Bjørsvik 
BR, et al. A psychological symptom based machine learning model 
for clinical evaluation of irritable bowel syndrome. Open Res Eur. 
2023;3(19):19. https://​doi.​org/​10.​12688/​openr​eseur​ope.​15009.1.

	18.	 Grover M, Kolla BP, Pamarthy R, Mansukhani MP, Breen-Lyles M, He JP, et al. 
Psychological, physical, and sleep comorbidities and functional impair-
ment in irritable bowel syndrome: Results from a national survey of US 
adults. PLoS ONE. 2021;16(1):e0245323. https://​doi.​org/​10.​1371/​journ​al.​
pone.​02453​23.

	19.	 Tu Q, Heitkemper M, Jarrett M, Buchanan D. Sleep disturbances in 
irritable bowel syndrome: a systematic review. Neurogastroenterol Motil. 
2017;29(3):e12946. https://​doi.​org/​10.​1111/​nmo.​12946.

	20.	 Mulianda CA, Murti B, Prasetya H. Associations between Anxiety, Depres-
sion, and Poor Quality of Sleep on the Risk of Irritable Bowel Syndrome: A 
Meta-Analysis. J Epidemiol Public Health. 2023;8(1):45–62. https://​doi.​org/​
10.​26911/​jepub​liche​alth.​2023.​08.​01.​05.

	21.	 Lahlouh A, Mustafa M, et al. Sleep quality and health related problems of 
shift work among resident physicians: a cross-sectional study. Sleep Med. 
2020;66:201–6. https://​doi.​org/​10.​1016/j.​sleep.​2019.​11.​1258.

	22.	 Gilley RR. The role of sleep in cognitive function: the value of a good 
night’s rest. Clin EEG Neurosci. 2023;54(1):12–20. https://​doi.​org/​10.​1177/​
15500​59422​10900​67.

	23.	 Fjell AM, Walhovd KB. Individual sleep need is flexible and dynamically 
related to cognitive function. Nat Hum Behav. 2024:1–9. https://​doi.​org/​
10.​1038/​s41562-​024-​01827-6.

	24.	 Diamond A. Executive functions. Annu Rev Psychol. 2013;64:135–68. 
https://​doi.​org/​10.​1146/​annur​ev-​psych-​113011-​143750.

	25.	 Kuppuswamy A. Role of selective attention in fatigue in neurological 
disorders. Eur J Neurol. 2023;30(5):1453–8. https://​doi.​org/​10.​1111/​ene.​
15739.

	26.	 McWhirter L, Smyth H, Hoeritzauer I, Couturier A, Stone J, Carson AJ. What 
is brain fog? J Neurol Neurosurg Psychiatry. 2023;94(4):321–5.

	27.	 Wong KMF, Mak ADP, Yuen SY, Leung ONW, Ma DY, Chan Y, et al. Nature 
and specificity of altered cognitive functioning in IBS. Neurogastroenterol 
Motil. 2019;31(11):e13696. https://​doi.​org/​10.​1111/​nmo.​13696.

	28.	 Lam NCY, Yeung HY, Li WK, Lo HY, Yuen CF, Chang RCC, et al. Cognitive 
impairment in irritable bowel syndrome (IBS): a systematic review. Brain 
Res. 2019;1719:274–84. https://​doi.​org/​10.​1016/j.​brain​res.​2019.​05.​036.

	29.	 Billing J, Berentsen B, Lundervold A, Hillestad EM, Lied GA, Hausken 
T, et al. Cognitive function in patients with irritable bowel syndrome: 
impairment is common and only weakly correlated with depression/
anxiety and severity of gastrointestinal symptoms. Scand J Gastroenterol. 
2023:1–9. https://​doi.​org/​10.​1080/​00365​521.​2023.​22569​16.

	30.	 Lundervold AJ, Hillestad EM, Lied GA, Billing J, Johnsen TE, Steinsvik EK, 
et al. Assessment of Self-Reported Executive Function in Patients with 
Irritable Bowel Syndrome Using a Machine-Learning Framework. J Clin 
Med. 2023;12(11):3771. https://​doi.​org/​10.​3390/​jcm12​113771.

	31.	 Kriesche D, Woll CF, Tschentscher N, Engel RR, Karch S. Neurocognitive 
deficits in depression: a systematic review of cognitive impairment in the 
acute and remitted state. Eur Arch Psychiatry Clin Neurosci. 2022:1–24. 
https://​doi.​org/​10.​1007/​s00406-​022-​01479-5.

	32.	 Ceban F, Ling S, Lui LM, Lee Y, Gill H, Teopiz KM, et al. Fatigue and cogni-
tive impairment in Post-COVID-19 Syndrome: A systematic review and 
meta-analysis. Brain Behav Immun. 2022;101:93–135. https://​doi.​org/​10.​
1016/j.​bbi.​2021.​12.​020.

	33.	 Kuppuswamy A. The neurobiology of pathological fatigue: new models, 
new questions. Neuroscientist. 2022;28(3):238–53. https://​doi.​org/​10.​
1177/​10738​58420​985447.

https://classic.clinicaltrials.gov/ct2/show/NCT04296552
https://doi.org/10.1016/j.cgh.2012.02.029
https://doi.org/10.1038/s41575-020-0286-8
https://doi.org/10.1053/j.gastro.2021.11.019
https://doi.org/10.1016/S0140-6736(20)32115-2
https://doi.org/10.1016/S0140-6736(20)32115-2
https://doi.org/10.1053/gast.2002.37095
https://doi.org/10.3748/wjg.v28.i4.412
https://doi.org/10.3748/wjg.v28.i4.412
https://doi.org/10.1146/annurev-med-042320-014032
https://doi.org/10.1111/nmo.13619
https://doi.org/10.1111/nmo.13619
https://doi.org/10.1016/j.anr.2016.01.003
https://doi.org/10.1111/apt.16589
https://doi.org/10.1038/s41380-024-02414-x
https://doi.org/10.1038/s41380-024-02414-x
https://doi.org/10.1371/journal.pone.0198594
https://doi.org/10.1371/journal.pone.0198594
https://doi.org/10.1053/j.gastro.2022.06.028
https://doi.org/10.1053/j.gastro.2022.06.028
https://doi.org/10.12688/openreseurope.15009.1
https://doi.org/10.1371/journal.pone.0245323
https://doi.org/10.1371/journal.pone.0245323
https://doi.org/10.1111/nmo.12946
https://doi.org/10.26911/jepublichealth.2023.08.01.05
https://doi.org/10.26911/jepublichealth.2023.08.01.05
https://doi.org/10.1016/j.sleep.2019.11.1258
https://doi.org/10.1177/15500594221090067
https://doi.org/10.1177/15500594221090067
https://doi.org/10.1038/s41562-024-01827-6
https://doi.org/10.1038/s41562-024-01827-6
https://doi.org/10.1146/annurev-psych-113011-143750
https://doi.org/10.1111/ene.15739
https://doi.org/10.1111/ene.15739
https://doi.org/10.1111/nmo.13696
https://doi.org/10.1016/j.brainres.2019.05.036
https://doi.org/10.1080/00365521.2023.2256916
https://doi.org/10.3390/jcm12113771
https://doi.org/10.1007/s00406-022-01479-5
https://doi.org/10.1016/j.bbi.2021.12.020
https://doi.org/10.1016/j.bbi.2021.12.020
https://doi.org/10.1177/1073858420985447
https://doi.org/10.1177/1073858420985447


Page 15 of 15Lundervold et al. BMC Gastroenterology          (2024) 24:267 	

	34.	 Barry V, Stout ME, Lynch ME, Mattis S, Tran DQ, Antun A, et al. The effect 
of psychological distress on health outcomes: A systematic review and 
meta-analysis of prospective studies. J Health Psychol. 2020;25(2):227–39. 
https://​doi.​org/​10.​1177/​13591​05319​842931.

	35.	 Peter J, Fournier C, Durdevic M, Knoblich L, Keip B, Dejaco C, et al. A 
microbial signature of psychological distress in irritable bowel syndrome. 
Psychosom Med. 2018;80(8):698. https://​doi.​org/​10.​1097/​PSY.​00000​00000​
000630.

	36.	 Ranjbaran Z, Keefer L, Farhadi A, Stepanski E, Sedghi S, Keshavarzian A. 
Impact of sleep disturbances in inflammatory bowel disease. J Gastroen-
terol Hepatol. 2007;22(11):1748–53. https://​doi.​org/​10.​1111/j.​1440-​1746.​
2006.​04820.x.

	37.	 Noor N, Urits I, Degueure A, Rando L, Kata V, Cornett EM, et al. A com-
prehensive update of the current understanding of chronic fatigue 
syndrome. Anesthesiol Pain Med. 2021;11(3). https://​doi.​org/​10.​5812/​
aapm.​113629.

	38.	 Karakan T, Gundogdu A, Alagözlü H, Ekmen N, Ozgul S, Tunali V, et al. 
Artificial intelligence-based personalized diet: A pilot clinical study for 
irritable bowel syndrome. Gut Microbes. 2022;14(1):2138672.

	39.	 Tabata K, Mihara H, Nanjo S, Motoo I, Ando T, Teramoto A, et al. Artificial 
intelligence model for analyzing colonic endoscopy images to detect 
changes associated with irritable bowel syndrome. PLoS Digit Health. 
2023;2(2):e0000058.

	40.	 Polster A, Van Oudenhove L, Jones M, Öhman L, Törnblom H, Simren 
M. Mixture model analysis identifies irritable bowel syndrome sub-
groups characterised by specific profiles of gastrointestinal, extraintes-
tinal somatic and psychological symptoms. Aliment Pharmacol Ther. 
2017;46(5):529–39.

	41.	 Polster AV, Palsson OS, Törnblom H, Öhman L, Sperber AD, Whitehead 
WE, et al. Subgroups of IBS patients are characterized by specific, 
reproducible profiles of GI and non-GI symptoms and report differences 
in healthcare utilization: A population-based study. Neurogastroenterol 
Motil. 2019;31(1):e13483.

	42.	 Mousavi E, Hassanzadeh Keshteli A, Sehhati M, Vaez A, Adibi P. Exploring 
new subgroups for irritable bowel syndrome using a machine learning 
algorithm. Sci Rep. 2023;13(1):18483.

	43.	 Berentsen B, Nagaraja BH, Teige EP, Lied GA, Lundervold AJ, Lundervold 
K, et al. Study protocol of the Bergen brain-gut-microbiota-axis study: A 
prospective case-report characterization and dietary intervention study 
to evaluate the effects of microbiota alterations on cognition and ana-
tomical and functional brain connectivity in patients with irritable bowel 
syndrome. Medicine. 2020;99(37). https://​doi.​org/​10.​1097/​MD.​00000​
00000​021950.

	44.	 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(2):395–402. https://​doi.​org/​10.​
1046/j.​1365-​2036.​1997.​14231​8000.x.

	45.	 Chalder T, Berelowitz G, Pawlikowska T, Watts L, Wessely S, Wright D, et al. 
Development of a fatigue scale. J Psychosom Res. 1993;37(2):147–53.

	46.	 Zigmond A, Snaith R, Kitamura T, et al. The hospital anxiety and depres-
sion scale (HADS). Acta Psychiatr Scand. 1983;67(6):361–70. https://​doi.​
org/​10.​1111/j.​1600-​0447.​1983.​tb097​16.x.

	47.	 Lloyd M, Sugden N, Thomas M, McGrath A, Skilbeck C. The structure of 
the Hospital Anxiety and Depression Scale: Theoretical and methodologi-
cal considerations. Br J Psychol. 2023;114(2):457–75. https://​doi.​org/​10.​
1111/​bjop.​12637.

	48.	 Pallesen S, Bjorvatn B, Nordhus IH, Sivertsen B, Hjørnevik M, Morin CM. A 
new scale for measuring insomnia: the Bergen Insomnia Scale. Percept 
Mot Skills. 2008;107(3):691–706. https://​doi.​org/​10.​2466/​pms.​107.3.​
691-​706.

	49.	 Randolph C. Repeatable Battery for the Assessment of Neuropsycho-
logical Status (RBANS): test manual. San Antonio: Harcourt Brace and 
Company; 1998.

	50.	 Chen T, Guestrin C. XGBoost: A Scalable Tree Boosting System. In: KDD 
’16: The 22nd ACM SIGKDD International Conference on Knowledge 
Discovery and Data Mining. Association for Computing Machinery; 2016. 
pp. 785–794.

	51.	 Breiman L. Random forests. Mach Learn. 2001;45:5–32.
	52.	 Ten Chicco D. quick tips for machine learning in computational biology. 

BioData Min. 2017;10(1):35. https://​doi.​org/​10.​1186/​s13040-​017-​0155-3.

	53.	 Chicco D, Jurman G. The advantages of the Matthews correlation 
coefficient (MCC) over F1 score and accuracy in binary classification 
evaluation. BMC Genomics. 2020;21(1):1–13. https://​doi.​org/​10.​1186/​
s12864-​019-​6413-7.

	54.	 Chicco D, Jurman G. The Matthews correlation coefficient (MCC) should 
replace the ROC AUC as the standard metric for assessing binary 
classification. BioData Min. 2023;16(1):1–23. https://​doi.​org/​10.​1186/​
s13040-​023-​00322-4.

	55.	 Lundberg SM, Erion G, Chen H, DeGrave A, Prutkin JM, Nair B, et al. 
From local explanations to global understanding with explainable AI 
for trees. Nat Mach Intell. 2020;2(1):56–67. https://​doi.​org/​10.​1038/​
s42256-​019-​0138-9.

	56.	 Cohen J. Statistical power analysis for the behavioral sciences. Academic 
Press; 2013.

	57.	 El-Salhy M, Hausken T, Hatlebakk JG. Current status of fecal microbiota 
transplantation for irritable bowel syndrome. Neurogastroenterol Motil. 
2021;33(11):e14157. https://​doi.​org/​10.​1111/​nmo.​14157.

	58.	 Ohlsson B. Extraintestinal manifestations in irritable bowel syndrome: A 
systematic review. Ther Adv Gastroenterol. 2022;15:17562848221114558. 
https://​doi.​org/​10.​1177/​17562​84822​11145​58.

	59.	 Asher M, Asnaani A, Aderka IM. Gender differences in social anxiety dis-
order: a review. Clin Psychol Rev. 2017;56:1–12. https://​doi.​org/​10.​1016/j.​
cpr.​2017.​05.​004.

	60.	 Camilleri M. Sex as a biological variable in irritable bowel syndrome. 
Neurogastroenterol Motil. 2020;32(7):e13802. https://​doi.​org/​10.​1111/​
nmo.​13802.

	61.	 Bureychak T, Faresjö Å, Sjödahl J, Norlin AK, Walter S. Symptoms and 
health experience in irritable bowel syndrome with focus on men. Neu-
rogastroenterol Motil. 2022;34(11):e14430. https://​doi.​org/​10.​3390/​jcm12​
113771.

	62.	 Nilsson D, Ohlsson B. Gastrointestinal symptoms and irritable bowel 
syndrome are associated with female sex and smoking in the general 
population and with unemployment in men. Front Med. 2021;8:646658. 
https://​doi.​org/​10.​3389/​fmed.​2021.​646658.

	63.	 Bakken IJ, Tveito K, Gunnes N, Ghaderi S, Stoltenberg C, Trogstad L, et al. 
Two age peaks in the incidence of chronic fatigue syndrome/myalgic 
encephalomyelitis: a population-based registry study from Norway 2008–
2012. BMC Med. 2014;12:1–7. https://​doi.​org/​10.​1186/​s12916-​014-​0167-5.

	64.	 Keefer L, Ballou SK, Drossman DA, Ringstrom G, Elsenbruch S, Ljótsson 
B. A Rome working team report on brain-gut behavior therapies for 
disorders of gut-brain interaction. Gastroenterology. 2022;162(1):300–15. 
https://​doi.​org/​10.​1053/j.​gastro.​2021.​09.​015.

	65.	 Sugaya N, Shirotsuki K, Nakao M. Cognitive behavioral treatment for 
irritable bowel syndrome: a recent literature review. BioPsychoSocial Med. 
2021;15(1):1–5. https://​doi.​org/​10.​1186/​s13030-​021-​00226-x.

	66.	 Kim H, Oh Y, Chang SJ. Internet-Delivered Cognitive Behavioral Therapy 
in Patients With Irritable Bowel Syndrome: Systematic Review and Meta-
Analysis. J Med Internet Res. 2022;24(6):e35260. https://​doi.​org/​10.​2196/​
35260.

	67.	 Sarter L, Heider J, Kirchner L, Schenkel S, Witthöft M, Rief W, et al. Cogni-
tive and emotional variables predicting treatment outcome of cognitive 
behavior therapies for patients with medically unexplained symptoms: 
a meta-analysis. J Psychosom Res. 2021;146:110486. https://​doi.​org/​10.​
1016/j.​jpsyc​hores.​2021.​110486.

	68.	 Otto MW, Eastman A, Lo S, Hearon BA, Bickel WK, Zvolensky M, et al. Anxi-
ety sensitivity and working memory capacity: Risk factors and targets for 
health behavior promotion. Clin Psychol Rev. 2016;49:67–78. https://​doi.​
org/​10.​1016/j.​cpr.​2016.​07.​003.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://doi.org/10.1177/1359105319842931
https://doi.org/10.1097/PSY.0000000000000630
https://doi.org/10.1097/PSY.0000000000000630
https://doi.org/10.1111/j.1440-1746.2006.04820.x
https://doi.org/10.1111/j.1440-1746.2006.04820.x
https://doi.org/10.5812/aapm.113629
https://doi.org/10.5812/aapm.113629
https://doi.org/10.1097/MD.0000000000021950
https://doi.org/10.1097/MD.0000000000021950
https://doi.org/10.1046/j.1365-2036.1997.142318000.x
https://doi.org/10.1046/j.1365-2036.1997.142318000.x
https://doi.org/10.1111/j.1600-0447.1983.tb09716.x
https://doi.org/10.1111/j.1600-0447.1983.tb09716.x
https://doi.org/10.1111/bjop.12637
https://doi.org/10.1111/bjop.12637
https://doi.org/10.2466/pms.107.3.691-706
https://doi.org/10.2466/pms.107.3.691-706
https://doi.org/10.1186/s13040-017-0155-3
https://doi.org/10.1186/s12864-019-6413-7
https://doi.org/10.1186/s12864-019-6413-7
https://doi.org/10.1186/s13040-023-00322-4
https://doi.org/10.1186/s13040-023-00322-4
https://doi.org/10.1038/s42256-019-0138-9
https://doi.org/10.1038/s42256-019-0138-9
https://doi.org/10.1111/nmo.14157
https://doi.org/10.1177/17562848221114558
https://doi.org/10.1016/j.cpr.2017.05.004
https://doi.org/10.1016/j.cpr.2017.05.004
https://doi.org/10.1111/nmo.13802
https://doi.org/10.1111/nmo.13802
https://doi.org/10.3390/jcm12113771
https://doi.org/10.3390/jcm12113771
https://doi.org/10.3389/fmed.2021.646658
https://doi.org/10.1186/s12916-014-0167-5
https://doi.org/10.1053/j.gastro.2021.09.015
https://doi.org/10.1186/s13030-021-00226-x
https://doi.org/10.2196/35260
https://doi.org/10.2196/35260
https://doi.org/10.1016/j.jpsychores.2021.110486
https://doi.org/10.1016/j.jpsychores.2021.110486
https://doi.org/10.1016/j.cpr.2016.07.003
https://doi.org/10.1016/j.cpr.2016.07.003

	Decoding IBS: a machine learning approach to psychological distress and gut-brain interaction
	Abstract 
	Purpose 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	Participants
	Measures
	Age, gender, and severity of IBS
	Chalder Fatigue Scale (CFQ)
	Hospital Anxiety and Depression Scale (HADS)
	Bergen Insomnia Scale (BIS)
	Repeatable Battery for the Assessment of Neuropsychological Status (RBANS)

	Data analysis

	Results
	Characteristics of the participants
	Explorative data analysis
	Supervised classification
	Unsupervised classification

	Discussion
	Summary of the results
	Fatigue and its relation to sleep disturbances
	Fatigue, emotional and cognitive function
	The role of gender and age in IBS
	Clinical implications
	Strengths and limitations

	Conclusions
	Acknowledgements
	References


