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Abstract

Fatigue and constipation are among the most common factors in multiple sclerosis patients. From the 
perspective of Persian Medicine, constipated patients are prone to fatigue and we suspected that this 
problem in patients with multiple sclerosis becomes more severe. The Rome III questionnaire is a valid 
instrument that measures the existence and severity of constipation and FSS is a scale to assess the 
scale of fatigue. The objective was to assess if there is an association between constipation and fatigue 
symptoms in patients with multiple sclerosis. Hence, 355 patients with multiple sclerosis participated 
in this study. Patients were divided into a constipated or non-constipated group and compared to deter-
mine the association between constipation and fatigue scores. It was seen that the level of fatigue and 
depression in the constipated group was significantly higher than those without constipation (P value < 
0.001). According to the observed association between constipation and fatigue, and traditional Persian 
Medicine theories, constipation can lead to fatigue; patients with constipation had worse scores on the 
FSS questionnaires and future studies should assess if the treatment of constipation with suitable laxa-
tive drugs in multiple sclerosis patients leads to a reduction of fatigue.
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Introduction

Multiple sclerosis (MS) is the most common 
and disabling neurological disease of the cen-
tral nervous system affecting young adults. On 
the other hand, MS is an autoimmune disorder 
stimulated by environmental factors acting in 
persons who have susceptible factors genetical-
ly [1, 2].
Fatigue is one of the most frequent and dis-
abling symptoms of multiple sclerosis, reduc-
ing the quality of life [3-6]. The prevalence of 
fatigue is reported in 75% of patients according 
to different studies [4] and 55% of all of pa-
tients with MS believe it to be one of their worst 
symptoms [7]. The level of MS-related fatigue 
is not fully known [8]. Mill and Young defined 
fatigue in MS as “a reversible, motor and cog-
nitive impairment with reduced motivation and 
desire to rest either appearing spontaneously or 
brought on by mental or physical activity hu-
midity acute infection and food ingestion. It 
can occur at any time but is usually worse in 
the afternoon. MS-related fatigue is usually dai-
ly, patients suffer from it for years and it has a 
greater severity than any premorbid fatigue” [9, 
10]. The fatigue in MS is different from the fa-
tigue or tiredness in healthy individuals or other 
diseases and usually worsens with heat and hu-
midity. Compared to relapsing, the remitting of 
the fatigue is more common in the primary and 
secondary stages of the disease [10]. Fatigue is 
the main reason for unemployment in patients 
with multiple sclerosis [11]. According to the 
frequency, severity and impact of fatigue, un-
employment especially due to exhaustion, the 
identification and treatment of fatigue should be 
considered seriously [12, 13].
Bowel dysfunction is common in all stages of 
the disease. Constipation and or faecal inconti-
nence are more frequent in MS, about two thirds 
of patients suffer from them. The prevalence 
of constipation is estimated as being between 

43% and 73% [14-16]. Investigations showed 
that constipation as an effective factor in the 
community/mental disabling of multiple scle-
rosis patients and its treatment can be effective 
in improving quality of life [17, 18]. Based on 
theories in Traditional Persian Medicine (TPM) 
and the views of Avicenna, constipation has an 
important role in the normal physiological func-
tioning of the human body. In PM, constipation 
is one of the main parts of many diseases and is 
known as the “mother of some diseases” and in 
all patients, gastrointestinal (GI) functions have 
been checked [19, 20]. Anecdotal evidence in 
our integrative neurology clinic guided us to 
study constipation in multiple sclerosis patients 
more and as different studies showed fatigue as 
the most common and disabling symptoms, we 
were encouraged to investigate the association 
between constipation and fatigue in patients 
with multiple sclerosis. In other words, the re-
lationship between constipation and increased 
fatigue was investigated and vice versa.

Methods

Patient sample

Three hundred and fifty five patients with multi-
ple sclerosis participated in this cross-sectional 
study at the multiple sclerosis research centre in 
Sina Hospital, Tehran, Iran. We asked patients 
to fill in the fatigue, depression and constipation 
questionnaires. The FSS and Beck question-
naires are used to measure fatigue and depres-
sion respectively, while the Rome III question-
naire is used to assess constipation.
The FSS (Fatigue Severity Scale) is a self-report-
ing questionnaire to measure fatigue in all indi-
viduals. It contains nine questions, measured by 
a seven-point Likert scale ranging from strongly 
disagrees to strongly agree. Lower scores indi-
cate less fatigue in everyday life. The FSS was 
originally designed to assess fatigue in individu-
als with multiple sclerosis [21, 22].
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The Beck Depression Inventory (BDI) is a 21-
item, self-reporting questionnaire that measures 
symptoms of depression [23].
Rome III consists of 18 items. According to the 
Rome III criteria for constipation, a patient must 
have experienced at least two of the following 
symptoms over the preceding three months: 
•	 Fewer than three bowel movements per 

week
•	 Straining
•	 Lumpy or hard stools
•	 Sensation of anorectal obstruction
•	 Sensation of incomplete defecation
•	 Manual manoeuvring required when defe-

cating [24].
Of 355 patients, 17 patients were excluded due 
to the incomplete filling in of the questionnaire 
and 27 patients dropped out because of major 
depression, so 311 patients remained in this 
study.
Patients using tricyclic antidepressants for de-
pression and patients who use amantadine for 
fatigue were not allowed to enter the study be-
cause these patients may face to fatigue or con-
stipation due to the use of these drugs, respec-
tively.
It should be noted that patients with severe de-
pression are usually bring out because their an-
swers about the severity of fatigue are not reli-
able. For this reason, it is necessary to measure 
the extent and severity of depression

Statistical analysis

Descriptive statistics and differences for vari-
ables such as gender, type of MS, previous use 
of antidepressants, current use of antidepres-
sants, depression, fatigue and the association of 
these with constipation were assessed using chi-
square and t-student tests. A Pearson correlation 
coefficient was used to determine the associa-
tion between depression and fatigue scores.

Result

Of the 311 patients in the study, 82.8% were 
female, 86.4% had a RR (relapsing-remitting) 
type of MS, 26.4% of the participants had used 
antidepressant drugs previously, 41.9% used 
selective serotonin reuptake inhibitors (SSRIs) 
now (Table 1).

Table 1: Comparison between constipated and non-con-
stipated patients

Variables All patients
(N = 311)

Patients 
with consti-
pation (N = 

170)

Patients with-
out constipa-

tion (N = 141)
P-Value

Gender: female 256(82.8%) 147(87%) 109(77.9%) 0.034

Type of MS: (RR) 248(86.4) 129(81.6) 119(92.2) 0.009

Previous use of 
antidepressant 82(26.4) 50(29.4) 32(22.7) 0.181

Current use of 
antidepressant 111(35.7) 81(47.6) 30(21.3) < 0.001

Pre-drug 
constipation 96(41.9) 76(61.3) 20(19.0) < 0.001

Use of Amantadine 70(23.5) 44(27.2) 26(19.1) 0.103

Use of Levothyroxin 32(11.4) 22(14.1) 10(8.0) 0.110

Depression (no) 203(67.5) 95(65.5) 108(74.5) 0.001

Depression (mild) 45(14.5) 30(17.6) 15(10.6) 0.001

Depression 
(moderate) 45(14.5) 33(19.4) 12(8.5) 0.001

Fatigue Severity 
Scale (cut off point 

upper than 36)
125(40.2) 91(53.5) 34(24.1) < 0.001

Fatigue Severity 
Scale (cut off point 

upper than 45)
60(19.3) 43(25.3) 17(12.1) 0.003

The Rome III, FSS and Beck questionnaires 
were used to assess constipation, fatigue and 
depression, respectively (Table 1).
There was not any significant relationship be-
tween constipation and previous use of antide-
pressants but there is a significant relationship 
between constipation and current use of antide-
pressants (Table 2). 
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Table 2: comparison of fatigue and depression scores in 
constipated and non- constipated patients

Constipation N Mean Std. Deviation P value

Age
No 139 33.58 9.402

0.208
Yes 167 34.92 9.123

Duration
No 133 5.4990 5.55978

0.118
Yes 167 6.4714 5.15314

Fatigue 
Score

No 141 23.42 15.360
<0.001

Yes 170 35.82 14.525

Depression
Score

No 141 9.33 9.922 <0.001

Yes 170 14.99 9.475

Among patients with MS, constipation in fe-
males is considerably more than in males (P 
value: 0.034). Constipation in the RR type of 
MS is more than those with the Non-RR of MS 
too (P value: 0.009). (Table1).

Chart 1: Comparison of the mean of depression scores in constipated and non- constipated group
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Chart 2: Comparison of the mean of fatigue scores in constipated and non- constipated groups
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It was seen that fatigue and depression scores 
in patients with and without constipation are 
both significantly correlated (P value < 0.001), 
(correlation coefficient: 0.368 & 0.406 respec-
tively). 

Discussion

In our study for the investigation of the correla-
tion between constipation and fatigue, patients 
with severe depression were excluded because 
their answers about the severity of fatigue are 
not reliable. Our research shows a significant 
association between constipation and fatigue 
symptoms. Patients with constipation had worse 
scores on the FSS questionnaires. Furthermore, 
constipation is severe in moderately depressed 
patients compared with non-depressed patients 
or those with mild depression. 
Most patients with multiple sclerosis complain 
of constipation or faecal incontinence and these 
bowel symptoms have a major impact on their 
life. In Persian Medicine and Avicenna point of 
views, physicians believed there is a relation-
ship between constipation and many diseases, 
especially the nervous system, so we seek to 
prove this correlation between constipation and 
fatigue, because fatigue is one of the most com-
mon and disabling symptoms of MS. 

Conclusion

Our study included a large number of patients 
with MS at Sina Hospital, Tehran, Iran, and this 
was the first investigation to assess the correla-
tion of constipation and fatigue symptoms in 
patients with MS.
Our investigation showed that constipation and 
its severity may cause patients with MS to feel 
fatigue symptoms more than other patients with-
out constipation. Constipation and fatigue are 
very common in MS, and future studies should 
assess if the treatment of constipation with lax-

ative drugs leads to a reduction of fatigue and 
depression. 
In fact, we demonstrate that constipation in pa-
tients with MS is significantly associated with 
symptoms of fatigue and future studies will 
investigate if the treatment of constipation can 
improve fatigue symptoms in patients with MS.
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