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Purpose: The aim of this study was to evaluate the prevalence of bowel/bladder dysfunction in multiple sclerosis (MS) and its 
associations with cognitive impairment.
Methods: We prospectively enrolled 150 MS patients. Patients were administered the Symbol Digit Modality Test (SDMT), 
the Neurogenic Bowel Dysfunction Score (NBDS), and the Actionable Bladder Symptom Screening Tool (ABSST). The asso-
ciations between bowel/bladder dysfunction and cognitive function were assessed through hierarchical regression models us-
ing the SDMT and clinicodemographic features as independent variables and NBDS and ABSST scores as dependent vari-
ables.
Results: The prevalence of bowel/bladder deficits was 44.7%, with 26 patients (17.3%) suffering from bowel deficits and 60 pa-
tients (40%) from bladder deficits. The total NBDS and ABSST scores were correlated with the SDMT (β=-0.10, P<0.001 and 
β=-0.03, P=0.04, respectively) after correction for demographic features and physical disability.
Conclusions: Bowel/bladder disorders are common in MS and are associated with both physical and cognitive disability bur-
dens. As SDMT is embedded into routine clinical assessments, a lower score may warrant investigating bowel/bladder dys-
function due to the strong interplay of these factors.
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INTRODUCTION

Multiple sclerosis (MS) is a disabling immune-mediated disor-
der of the central nervous system that mostly affects young 
adults. MS-related physical disability has a negative impact on 
quality of life and harshly affects patients’ life both socially and 
economically [1,2]. MS-related symptoms encompass a wide 
variety of deficits, including, but not limited to, visual distur-
bances, motor weakness, sensory changes, and ataxia. Bowel/
bladder deficits, such as retention or incontinence, are also de-
tected in about 52%–97% of MS patients and are conventionally 
thought to be associated with spinal cord pathology [3,4]. Al-
though these symptoms are extremely distressing and impact 
patients’ social and work life [5], patients are usually reluctant 
to discuss them due to the embarrassing nature of the matter 
[6]. In addition, clinicians do not always ask about bowel and 
bladder dysfunction because of the limited timeframe for the 
clinical assessment, increasing the underestimation of bowel/
bladder disorders in MS patients. Therefore, there is a need for 
clinical clues and screening tools for bowel/bladder dysfunction 
in patients with MS. This is especially true when considering 
that when correctly diagnosed, bowel/bladder dysfunction may 
benefit from a variety of symptomatic treatments, such as anti-
cholinergic drugs, desmopressin, intermittent self-catheteriza-
tion, cannabinoids, detrusor injections of botulinum neurotox-
in type A, and surgical management [7].

Cognitive function is thought to play a key role in controlling 
bowel/bladder function in healthy subjects [8]. Patients affected 
by impaired cognitive function caused by neurological condi-
tions such as vascular dementia and Parkinson disease also dis-
play issues in controlling bowel and bladder function [9,10]. 
The association between cognitive performance and bowel/
bladder control may depend upon the strong overlap of brain 
structures activated by both functions, namely, the prefrontal 
cortex, the thalamus, the cerebellum, and the brainstem [11,12]. 
As cognitive impairment can be detected in up to 75% of MS 
patients [13,14], mostly affecting processing speed, attention, 
executive functioning, and working memory [13,15], it is rea-
sonable to hypothesize that cognitive impairment may be a red 
flag for bowel/bladder dysfunction in MS, as for other neuro-
logical conditions.

Thus, with this study, we aimed (1) to estimate the prevalence 
of both bowel and bladder dysfunction in MS patients, and (2) 
to evaluate their associations with cognitive function.

MATERIALS AND METHODS

Subject Enrolment
In this cross-sectional study, patients diagnosed with MS ac-
cording to the 2017 McDonald’s criteria [16] were prospectively 
and consecutively enrolled at the MS center of “Federico II” 
University of Naples (Italy) between September and December 
2019. The inclusion criteria were: (1) age between 18 and 65 
years old, and (2) an Expanded Disability Status Scale (EDSS) 
≤7.5. We excluded patients with (1) any disorder other than 
MS leading to bowel/bladder dysfunction (i.e., major malfor-
mations, major cardiovascular risk factors, other major psychi-
atric conditions); (2) patients receiving concomitant treatments 
that may lead to bowel/bladder dysfunction (i.e., antidepres-
sants, verapamil, or beta-blockers); (3) clinical relapse in the 6 
months preceding the screening of the patient’s clinical history.
For each patient, we collected clinical and demographic data, 
including an assessment of physical disability through the EDSS 
and the bowel/bladder subscale, educational level, treatment 
status, and disease course. In order to disentangle real bowel/
bladder incontinence from incontinence related to limited mo-
bility, we divided patients according to the extent of physical 
disability into fully ambulatory patients (EDSS ≤4.0) and pa-
tients with ambulation restrictions. Finally, as a global assess-
ment of patients’ cognition, we administered the Symbol Digit 
Modality Test (SDMT), since it is widely accepted as a screen-
ing tool for cognitive impairment in MS [17,18].

The study was approved by the Institutional Review Board of 
the “Federico II” University of Naples and all investigators ad-
hered to the tenets of the Declaration of Helsinki. Written in-
formed consent forms were obtained from all subjects enrolled 
in the study.

Neurogenic Bowel Dysfunction Score
Each patient filled in the self-administered Neurogenic Bowel 
Dysfunction Score (NBDS) questionnaire to assess bowel func-
tion [19]. The NBDS is a 10-item multiple-choice questionnaire 
assessing the frequency of bowel movements, headache, perspi-
ration, or discomfort during defecation; use of medication for 
constipation or fecal incontinence; time spent on defecation; 
frequency of digital stimulation or evacuation; frequency of fe-
cal incontinence; flatus; and perianal skin problems. A score is 
assigned for the selected answer for each item, and the total 
score can be calculated by summing the scores for each answer. 
The total score can be converted to a categorical assessment of 
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very low, low, moderate, or severe neurogenic bowel dysfunc-
tion. The NBDS has been validated in MS [20] and is widely 
used as a primary outcome in trials assessing the impact of 
treatment on bowel function [21]. Patients were classified as 
having bowel dysfunction if their total NBDS score was ≥10. In 
addition, each patient also completed a 0 to 10 numerical rating 
scale (NRS) for bowel function satisfaction, with 10 represent-
ing the maximal satisfactory level.

Actionable Bladder Symptom Screening Tool
The Actionable Bladder Symptom Screening Tool (ABSST) was 
administered to each patient. As with the NBDS, the ABSST is 
also a self-administered questionnaire. It is a short 8-item ques-
tionnaire specifically designed to assess bladder function in MS 
patients [22,23]. Each item is scored on a scale from 0 to 1 (0= 
none of the time, 0=some of the time, 1=most of the time, and 
1 =all of the time) and the scores reported for each item are 
summed up to the total score. A total score equal or higher than 
3 is interpreted as a warning for bladder dysfunction [22,23].

Statistical Analyses
Statistical analyses were performed using Stata 13 (StataCorp 
LP, College Station, TX, USA). Demographic and clinical fea-
tures are presented as means, medians, or proportions, as ap-
propriate. Between-group comparisons were performed using 
the Student t-test or analysis of variance as appropriate. Pair-
wise correlations were assessed through the Pearson correlation 
test. In order to evaluate the additional impact of cognitive 
function on bowel and bladder dysfunction over and above de-
mographic features and physical disability status, we applied 3 
separate hierarchical linear regression procedures, using alter-
natively NRS for bowel function or NBDS or ABSST scores as 
dependent variables. In the first step, demographic variables 
(age, sex, and education) were entered into the models. The 
second step added the illness-related variables (physical disabil-
ity status, disease course, disease duration, annualized relapse 
rate), and the third step added the SDMT score. The Nagelkerke 
R2 for each model is reported. The normality of the distribution 
of variables and residuals were evaluated with the Shapiro-Wilk 
test and graphical approaches. The results were considered sta-
tistically significant at P<0.05.

RESULTS

We enrolled 150 MS patients (91 females and 59 males) with a 

mean age of 43.3 ±11.5 years and mean disease duration of 
11.8 ±7.6 years. Patients’ demographic and clinical data are 
summarized in Table 1. All patients had SDMT, NBDS, and 
ABSST data. The scores for each test are summarized in Table 2.
The overall prevalence of bowel or bladder deficits was 44.7%, 
with 26 patients out of 150 (17.33%) suffering from bowel defi-
cits, and 60 out of 150 patients (40%) from bladder deficits. 
Nineteen of the 150 MS patients (12.7%) presented both bowel 
and bladder dysfunction. Patients with bowel/bladder deficits 
were not different in terms of the sex distribution compared 

Table 1. Demographic and clinical data of the sample (n=150)

Characteristic Value

Sex

Male 59 (39.3)

Female 91 (60.7)

Age (yr), mean±SD (range) 43.3±11.5 (18–65)

Education (yr) 13 (0–18)

EDSS 3.5 (0–7.5)

Ambulation status

Fully ambulatory 101 (67)

Ambulation restriction 49 (33)

Disease duration (yr) 10.5 (0–40)

Annualized relapse rate 0.37 (0–2)

Disease course

Relapsing-remitting 108 (72)

Secondary-progressive 36 (24)

Primary-progressive 4 (6)

Disease-modifying treatment

No treatment 1 (0.7)

Interferon beta 21 (14)

Glatiramer acetate 5 (3.3)

Dimethyl fumarate 13 (8.7)

Fingolimod 15 (10)

Cladribine 1 (0.7)

Natalizumab 38 (25.3)

Teriflunomide 6 (4)

Alemtuzumab 19 (12.7)

Ocrelizumab 22 (14.7)

Rituximab 7 (4.7)

Siponimod 2 (1.2)

Values are presented as number (%) or median (range) unless other-
wise indicated.
SD, standard deviation; EDSS, Expanded Disability Status Scale.
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with MS patients without deficits, but they were older (46.7± 
10.7 years vs. 40.6 ±11.4 years, P =0.001), had higher EDSS  
scores (4.54±1.52 vs. 3.17±1.83, P<0.001), were more likely to 
have a progressive course of the disease (58.2% vs. 41.8%, P= 
0.002), and had lower SDMT scores (34.6±19.3 vs. 45.1±16.5, 
P<0.001).

The NRS for bowel function did not differ between male and 
female patients and between patients with a relapsing or pro-
gressive disease course, whilst it was higher in fully ambulatory 
patients than in patients with ambulation restriction (7.72±2.31 
vs. 6.10±2.73, P<0.001). The NRS for bowel function correlat-
ed with age (r =-0.25, P =0.004), disease duration (r =-0.29, 
P <0.001), EDSS (r =-0.43, P <0.001), and SDMT (r =0.23, 
P=0.003). The NRS for bowel function did not differ according 
to the bowel/bladder EDSS subscale score (Fig. 1A).

The total NBDS did not differ between male and female pa-

tients and between patients with a relapsing or progressive dis-
ease course, whilst it was lower in fully ambulatory patients 
than in patients with ambulation restriction (3.33 ±5.35 vs. 
7.04±7.55, P<0.001). The total NBDS was correlated with age 
(r=0.23, P=0.005), disease duration (r=0.16, P=0.04), EDSS 
(r=0.39, P<0.001), and SDMT (r=-0.43, P<0.001). The total 
NBDS also differed according to the bowel/bladder EDSS sub-
scale score (P<0.001, Fig. 1B).

The ABSST total score did not differ according to sex and dis-
ease course, whilst it was lower in fully ambulatory patients than 
in patients with ambulation restriction (2.06 ±2.54 vs. 
4.18 ±2.93, P <0.001). The ABSST total score was correlated 
with age (r =0.31, P <0.001), EDSS (r =0.45, P <0.001), and 
SDMT (r =-0.36, P <0.001), and it differed according to the 
bowel/bladder EDSS subscale score (P =0.04, Fig. 1C). The 
ABSST total score was correlated with both the total NBDS 

Table 2. Results from bowel/bladder questionnaires and cognitive function

Test Value Reference score

Neurogenic bowel dysfunction (numerical rating scale) 7.24±2.55 0–10

Neurogenic bowel dysfunction (total score) 4.54±6.38 0–47

Neurogenic bowel dysfunction, disability level

Very low 110 (73.3) 0–6

Low 14 (9.3) 7–9

Moderate 10 (6.7) 10–13

Severe 16 (10.7) 14–47

Actionable Bladder Symptom Screening Tool 2.70±2.83 0–8

SDMT 40.42±18.51 0–110

Values are presented as mean±standard deviation or number (%).
SDMT, Symbol Digit Modality Test.

Fig. 1. Bowel/bladder dysfunction as assessed through the EDSS subscales, NBDS, and ABSST total scores. Box-and-whisker plot dis-
plays the median and 5th, 25th, 75th, and 95th percentiles for numerical rating scale (NRS) for bowel function (A), total NBDS scores 
(B), and ABSST total score (C). EDSS, expanded Disability Status Scale; NBDS, Neurogenic Bowel Dysfunction Score; ABSST, Ac-
tionable Bladder Symptom Screening Tool. *P<0.05, **P<0.001 after Bonferroni correction.
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Table 3. Prediction of Neurogenic Bowel Dysfunction Score and Actionable Bladder Symptom Screening Tool score

Score Nagelkerke 
R2

R2 
change

P-value for 
change Coefficient 95% CI Beta 

coefficient P-value

Neurogenic Bowel Dysfunction Score
First step 0.11 - -
Second step 0.17 0.06 0.09
Third step 0.21 0.04 0.01*

Variables (third step)
Female vs. male 0.47 -1.55 to 2.50 0.04 0.65
Age -0.03 -0.14 to 0.08 -0.06 0.58
Education (yr) -0.16 -0.45 to 0.14 -0.10 0.29
Patients with ambulatory restriction vs. fully ambulatory 0.21 -2.66 to 3.08 0.02 0.88
Secondary progressive vs. relapsing-remitting 1.99 -1.12 to 5.09 0.13 0.21
Primary-progressive vs. relapsing-remitting 1.40 -4.16 to 6.96 0.04 0.62
Disease duration 0.07 -0.08 to 0.22 0.08 0.36
Annualized relapse rate 0.07 -2.51 to 2.65 0.00 0.96
SDMT score -0.10 -0.18 to -0.02 -0.30 0.01*

Actionable Bladder Symptom Screening Tool score
First step 0.09 - -
Second step 0.16 0.06 0.06
Third step 0.18 0.03 0.03*

Variables (third step)
Female vs. male 0.03 -0.89 to 0.94 0.00 0.96
Age 0.02 -0.03 to 0.07 0.10 0.35
Education (yr) -0.18 -0.32 to 0.08 -0.12 0.24
Patients with ambulatory restriction vs. fully ambulatory 1.23 -0.14 to 2.60 0.20 0.08
Secondary progressive vs. relapsing remitting -0.07 -1.53 to 1.39 -0.01 0.92
Primary-progressive vs. relapsing remitting 0.73 -1.80 to 3.26 0.05 0.57
Disease duration -0.01 -0.08 to 0.06 -0.03 0.76
Annualized relapse rate -0.49 -1.66 to 0.68 -0.07 0.41

SDMT score -0.03 -0.06 to 0.01 -0.21 0.04*

CI, confidence interval; SDMT, Symbol Digit Modality Test.
*P<0.05, statistically significant difference.

(r=0.53, P<0.001) and NRS for bowel function (r=-0.46, P< 
0.001).

In hierarchical regression models, after correction for physical 
disability, demographic features and disease course, the NRS for 
bowel function only was correlated with disease duration (β= 
-0.08; 95% CI, -0.14 to -0.02; P=0.013). Both the total NBDS 
and ABSST total score were correlated with SDMT (β=-0.10; 
95% CI, -0.18 to -0.02; P<0.001 and β=-0.03; 95% CI, -0.06 to 
-0.01, P=0.04; respectively) (Table 3, Fig. 2), after correction for 
physical disability, demographic features and disease course.

DISCUSSION

In this study, we showed that approximately 45% of MS patients 
experienced bowel/bladder symptoms throughout their disease 
course. Bowel/bladder dysfunction was associated with older 
age, progressive MS course, and higher physical disability. We 
also demonstrated independent associations of both bowel and 
bladder dysfunction with impaired cognition independently 
from the extent of physical disability and disease course.

The main finding of the present study is the interplay be-
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tween cognition and bowel/bladder function in MS indepen-
dently from physical disability. Cognitive impairment can affect 
up to 75% of MS patients [13,14] and is associated with physical 
disability and limited mobility in MS [24], which can, in turn, 
affect bowel/bladder function. For example, patients with limit-
ed mobility may experience incontinence because they are not 
able to reach the bathroom on time. Therefore, in order to take 
into account physical disability when evaluating the association 
between cognition and bowel/bladder function, we evaluated 
the impact of cognition over and above physical disability and 
demographic features through a hierarchical regression model, 
thereby adjusting for these factors. The association between 
SDMT scores and bowel/bladder function still remained signif-
icant, with patients suffering from impaired cognition showing 
worse bowel/bladder control. From the neuropsychological 
point of view, Harvey et al. [25] described the influence of cog-
nition on bladder voiding, elaborating upon the concept of 
“cognitive voiding.” This concept describes how subjects aware 
of bladder filling integrate this information with other factors 
including a temporal map, voiding behavior, and habituation in 
order to decide when and where to void [25]. Specifically, atten-
tion and information processing speed are essential in integrat-
ing the awareness of bowel and bladder filling and the possibili-
ty/impossibility of voiding depending on the context. Strength-
ening the concept of cognitive voiding, it has been demonstrat-
ed that cognitive rehabilitation programs aimed at reinforcing 
dual task abilities and attention focus are also able to improve 
bowel/bladder function [26,27].

The association between cognition and bowel/bladder func-
tion may also rely on the common neurological pathways con-
trolling both functions. As for attention and information pro-

cessing explored through the SDMT, bowel/bladder function is 
associated with the structural integrity and functional activa-
tion of different structures throughout the central nervous sys-
tem, namely, the frontal lobes, brainstem, cerebellum, thalamus, 
temporo-parietal lobes, and white matter bundles connecting 
the prefrontal cortex to subcortical structures [28-33]. However, 
magnetic resonance imaging studies exploring both bowel/
bladder and cognitive function are required in order to evaluate 
whether lesion location, resulting in disconnection between 
brain regions, or the neurodegeneration of selective cortical ar-
eas are relevant for both functions in MS patients. Such studies 
will not only provide information about the pathological ana-
tomical substrates underpinning bowel/bladder dysfunction, 
but will also be useful for designing rehabilitation programs 
aimed at increasing activation in selected brain regions, perhaps 
through transcranial magnetic simulation.

Another noteworthy finding of the present study is the prev-
alence of bowel/bladder dysfunction in patients with MS, which 
we detected in about 45% of our MS sample. Specifically, 26 pa-
tients out of 150 (17.3%) displayed bowel deficits and 60 out of 
150 patients (40%) presented with bladder deficits. Previous 
studies reported a prevalence from 50% to 95% for bladder def-
icits and a prevalence from 12% to 32% for bowel deficits [7,34]. 
Several factors account for wide prevalence range for both blad-
der and bowel dysfunction. Firstly, bowel/bladder dysfunction 
is very difficult to diagnose as patients may complain of various 
and heterogeneous symptoms due to an impaired storage or 
voiding process that may not be identified as directly related to 
MS unless a proper bowel/bladder assessment is performed. 
Thus, the absence of a multidisciplinary team in the clinical 
frame may lead to an underestimation of the prevalence of 

Fig. 2. Associations between bowel/bladder dysfunction and cognition. Scatter plots show the associations of the Symbol Digit Mo-
dality Test (SDMT) with both the total Neurogenic Bowel Dysfunction Score (NBDS) (A; β=-0.10, P<0.001) and Actionable Bladder 
Symptom Screening Tool (ABSST) total scores (B; β=-0.03, P=0.04).
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bowel/bladder dysfunction. Secondly, patients themselves do 
not associate bowel/bladder dysfunction with MS and often do 
not report the symptoms to clinicians. Patients may not seek 
help for their bowel/bladder symptoms as they are reluctant to 
talk about them to clinicians due to the social stigma surround-
ing the topic [6]. Lastly, there is no worldwide consensus on the 
screening tool that should be used to assess bowel/bladder 
function. Therefore, there is an urgent need to adopt a common 
screening tool in order to calculate the prevalence for bowel 
and bladder disorders in MS patients and to introduce these 
tools as outcomes in trials aimed at treating sphincter distur-
bances. However, a large Italian study reported that the preva-
lence of bladder deficits was 42% and that of bowel deficits was 
11% [35]. This finding is in line with our data and confirms that 
our population is representative of the Italian population, thus 
reinforcing our findings on the correlation between cognition 
and bowel/bladder dysfunction. As a matter of fact, the tools we 
used in the present study, namely the NBDS and ABSST, are 
aimed at screening bowel/bladder deficits, but they are not able 
to disentangle these disorders (i.e., whether deficits are due to 
overactive bladder, urgency urinary incontinence, or sphincter 
dysfunction). Therefore, new studies aimed at assessing the re-
lationship between cognition and specific bowel/bladder disor-
ders would shed further light on the topic.

In conclusion, we demonstrated that bowel/bladder disorders 
are common in patients with MS and are associated with both 
physical and cognitive disability burdens. As their prevalence is 
quite high but patients are reluctant to report on sphincter 
symptoms, a self-administered screening questionnaire may fa-
cilitate the detection of these disorders. Moreover, as SDMT is 
becoming more and more embedded into the clinical assess-
ment routine, a lower SDMT score should warrant clinicians 
investigating bowel/bladder dysfunction, due to the strong in-
terplay between these 2 domains. Early identification of sphinc-
ter dysfunction in MS is helpful for clinicians to evaluate tai-
lored treatment strategies. Finally, future imaging studies may 
evaluate common pathological substrates underlying cognitive 
and sphincter dysfunction in order to design tailored rehabilita-
tion treatment stimulating the activation of selected cortical ar-
eas, perhaps through transcranial magnetic stimulation or 
through cognitive tasks reinforcing specific cognitive domains.
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