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ABSTRACT:

Background Fatigue is frequently reported in
inflammatory bowel disease (IBD) and impacts
on health-related quality of life (HRQoL). HRQoL
has not been systematically reviewed in IBD
fatigue.

Aim To investigate what impact IBD fatigue has
on HRQol in adults with IBD.

Methods Systematic searches (CINAHL,
EMBASE, PsychINFO, Medline) were conducted
on 25 September 2018, restricted to ‘human’,
‘adult’, ‘primary research’ and ‘English
language’. Search terms encompassed concepts
of "fatigue’, 'IBD" and ‘HRQoL'. A 5-year time
limit (2013-2018) was set to include the

most relevant publications. Publications were
screened, data extracted and quality appraised
by two authors. A narrative synthesis was
conducted.

Results Eleven studies were included,
presenting data from 2823 participants.
Fatigue experiences were significantly related
to three HRQoL areas: symptom acceptance,
psychosocial well-being and physical activity.
Patients reporting high fatigue levels had low
symptom acceptance. Psychosocial factors
were strongly associated with both fatigue

and HRQoL. Higher social support levels

were associated with higher HRQoL. Physical
activity was impaired by higher fatigue levels,
lowering HRQoL, but it was also used as a means
of reducing fatigue and improving HRQoL.
Quality appraisal revealed methodological
shortcomings in a number of studies. Notably,
use of multiple measures, comparison without
statistical adjustment and fatigue and HRQoL
assessment using the same tool were some of
the methodological shortcomings.

Conclusion Psychosocial factors, symptom
management and acceptance and physical
activity levels have significant impact on HRQoL.

Significance of this study

What is already known on this topic

» Fatigue is frequently reported in
inflammatory bowel disease (IBD) and
has been identified as one of the most
burdensome symptoms.

» |BD fatigue has been reported as
multidimensional and complex, impacting
individual's activities of daily living and
reducing health-related quality of life
(HRQol).

» The subjective nature of fatigue and
poor understanding means it is often
underestimated by clinicians.

What this study adds

» This work identified the experiences
of fatigue were significantly related to
three HRQoL linked themes: symptom
acceptance and management,
psychosocial well-being and management
and physical activity.

» Psychosocial factors were strongly
associated with both fatigue and HRQolL.

» Physical activity was impaired by higher
fatigue levels, lowering HRQoL, but it was
also used as a means of reducing fatigue
and improving HRQoL.

Results support application of psychosocial or
exercise interventions for fatigue management.
Further exploration of HRQoL factors in IBD
fatigue is required, using validated fatigue and
HRQoL measures.

PROSPERO registration

number CRD42018110005.

INTRODUCTION

Fatigue related to inflammatory bowel
disease (IBD) and other long-term condi-
tions (LTCs) is defined as an ‘extreme and
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Significance of this study

How might it impact on clinical practice in the

foreseeable future

» Better understanding of the impact of IBD fatigue will
help patients and clinicians better manage fatigue, for
individuals with IBD this has the potential to improve
HRQol, reduce costs to the National Health Service
and allow patients to feel a sense of control over their
treatment through effective self-management.

» This review has identified areas for possible further
research with use of validated fatigue and HRQoL
measures and clearer characterisation of disease activity
to define a diagnostic cut-off for IBD fatigue.

persistent sense of tiredness, weakness or exhaustion,’!
which can be physical, mental or both and is not easily
resolved by sleep or rest.” Fatigue can be attributed to
both physical and mental exertion® * or as the outcome
of pathological processes.’ * The International Classi-
fication of Diseases code presents fatigue as an assort-
ment of physical, cognitive and emotional symptoms
affecting undertaking of daily tasks.’ It is not known
whether fatigue in a given disease is a result of being
chronically ill or whether it represents a specific
symptom of that disease.®

The prevalence of IBD fatigue is reported as
41%-48% for patients in remission and 71%-86%
in patients with active disease.”® The most frequently
experienced symptoms of IBD are pain, urgency and
fatigue.”™ IBD fatigue is one of the top five research
priorities highlighted by the nurses European Crohn’s
and Colitis Organisation (N-ECCO) due to its perva-
siveness and negative impact on health-related quality
of life (HRQoL)."> ' The symptom of fatigue in
LTCs has received greater attention as part of overall
HRQoL.® However, to date, there has been no thor-
ough appraisal of the impact of IBD fatigue on an indi-
vidual’s HRQoL.

Increasing life expectancy has highlighted the need
for other measures of health, capturing the quality of
the years someone lives. Traditional markers for popu-
lation health, such as life expectancy and causes of
death, do not offer information regarding the quality
of the physical, mental and social domains of life.
The concept of QoL is not a new one, in 1995 WHO
recognised the importance of improving peoples’
QoL." When QoL in considered in the context
of health and disease, it is commonly referred to as
HRQoL to differentiate from other aspects of QoL.
Health is a multidimensional concept, HRQoL is also
multidimensional and incorporates areas related to
physical, mental and social functioning."® HRQoL
goes beyond the direct measures of health and focuses
on the QoL consequences of health status. HRQoL
represents the functional effect of an illness and its
consequent therapy on a patient, as perceived by the

patient. It encompasses several dimensions of life,
including physical functioning, psychosocial func-
tioning, role functioning, mental health and general
health perceptions. HRQoL is determined by sociode-
mographic, clinical and psychological and treatment-
related determinants."”

Studies to date have rarely measured IBD fatigue as a
primary outcome and there has been limited literature
focused on the impact of IBD fatigue on HRQoL. The
aim of this review is to synthesise the existing body of
knowledge on IBD fatigue and its impact on HRQoL.
This work is essential in order to better define the
research streams needed to improve HRQoL in people
with IBD fatigue.

METHODS

The review question “What is the impact of IBD fatigue
on the HRQoL of adults with IBD?’ was developed
using the format: population, exposure, outcome.

The final search of literature was performed on 25
September 2018. Databases searched were EMBASE,
CINAHL, PsychINFO and Medline. These databases
were selected as they were likely to provide a broad
combination of medical and healthcare allied papers
related to the topic of interest.”' To increase the refer-
ence retrieval, the medical subject headings (MeSH)
and free-text searching were employed, and each
database was individually searched.”” Grey literature
searching was used to maximise the number of publi-
cations retrieved.”* ** This was conducted by searching
Google Scholar, reference lists of included publications
and registered controlled trial registers.

Search terms were determined through consider-
ation of previously reviewed literature and scoping
searches of Google Scholar (table 1).” 277

Searches were performed with the ‘suggested search
terms’ and ‘explode’ selection. The Boolean oper-
ator ‘OR’ was used within each facet to maximise
the searches, with the operator ‘AND’ used between
facets to combine terms. Searches were restricted
to ‘human’, ‘adult’, ‘primary research’ and ‘English
language’ publications. Studies of any design published
in English were considered for the review if IBD

Table 1 Search terms

Fatigue IBD Quality of life

Fatigue (MeSH) Inflammatory Bowel Quality of Life

Disease*

Fatigue™ IBD Health related quality
of life*

Lethargy (MeSH) Ulcerative Colitis* Life Quality

Lethargy uc HRQoL

Low energy* Crohn's Disease™®
Vigour*® D

Vitality*

Exhaustion*

*free search term for truncation.
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fatigue was mentioned in the abstract. Commentary
papers and literature reviews were excluded. A time
limit of 5 years (2013-2018) was set to ensure inclu-
sion of only the most up-to-date information. Due to
limited number of publications related to IBD fatigue,
no studies were excluded from the review based on
study quality, however quality was considered when
reviewing study findings. Studies that did not meet the
inclusion criteria were retained, if relevant, for back-
ground information.

Quality appraisal and data extraction

Quality of studies was assessed and data were extracted
by two independent reviewers (SJR and JMcG), using
forms specific to study design from the Joanna Briggs
Institute to allow for comparison of quality across
study types.”® The data extracted includes specific
details about populations, context, culture, geograph-
ical location, study methods and the phenomena of
IBD fatigue relevant to the review question. Due to the
time constraints, all papers were read in full, but only
data reflecting the aims of the review were extracted.
For several of the studies, information and analysis
regrading HRQoL was limited, but present, therefore
deemed important to include given the comprehensive
and systematic nature of the review.

Data analysis
Thematic analysis was used to analyse data. The anal-
ysis included three phases: open coding, creating cate-
gories and abstraction. The open coding phase relies
on the research question driving the coding process
so that only valid data are highlighted and further
examined.””>' Open coding involved highlighting the
text when reading, later the highlighted sections were
grouped and categorised. During categorisation, each
category was named and combined into larger themes.
The larger themes were analysed for subthemes
through analysis of the coding.

The abstraction phase involved conveying a general
description of the topic being researched to the themes
identified.

RESULTS

Searches vyielded 76 publications overall, with 11
studies meeting inclusion criteria (figure 1). A summary
of the included papers and data extracted is shown in
table 2.

Sample characteristics

Eleven studies have been included in the review, four
qualitative,” *7* two prevalence® *® and five cross-
sectional studies.”” ™' Geographical locations of the
research studies included the UK,” *° the USA,** *
Norway®*** and Spain,*® *’ with one study each from
Australia,’” Iran*! and Greece.** All are considered to
be high-income countries with good quality healthcare.

Colorectal

The current review presents data from a total of
2823 adults. Study sample sizes ranged from n=13
to 1181, and 54% of the sample were female. Most
settings were outpatient departments, however there
was also use of online participation and interview/
focus group data collection. One study combined
results from inpatient and outpatient areas. A total of
1550 participants studied had Crohn’s disease (CD)
(54.9%), 1182 had ulcerative colitis (UC) (41.9%), 85
healthy volunteers (3%) and 6 with IBD-unclassified
(0.2%). Reported fatigue prevalence ranged between
26.4% and 54%. All studies reported data from mixed
disease states (active or quiescent).

Through the processes of data extraction and
thematic analysis, three themes developed as aspects
of IBD fatigue that have the greatest influence on
HRQoL; symptom acceptance and management,
psychosocial well-being and physical activity. Table 3
displays the distribution and frequency of the main
themes throughout the reviewed studies.

Symptom acceptance and management

Ability to accept diagnoses and IBD symptoms can
depend on the care patients receive from healthcare
professionals. This was particularly highlighted in
those of a younger age.”> One study reports 31% of
participants were informed about disease advances,
however only 30% of those obtained information from
healthcare professionals.** The same study reports
26% of participants do not discuss their treatment
with healthcare professionals, with 40% feeling like
healthcare professionals are unsupportive of patients
making decisions about their own healthcare.” >

Participants who report feelings of not having
control over IBD symptoms experience higher levels
of fatigue than those who feel like they have good
levels of control.*® *' Altered self-image and fears
about stigma caused participants to hold back sharing
their diagnosis with friends, family, colleagues and
employers.” **7* %0 Negative fatigue perceptions
were associated with greater negative impact on daily
activities.*’

‘Normalising behaviours’ were described in terms
of the participants incorporating their management
techniques into their daily lives in order to reduce the
negative impact that fatigue has on daily functioning.
Those patients who used self-help techniques, such
as complementary or herbal therapies, were more
likely to report higher levels of fatigue than those who
engaged in traditional healthcare.’® Participants using
poor methods of fatigue management, such as task
avoidance and ‘all or nothing’ behaviours, experienced
higher level of fatigue and worse HRQoL than those
who did not.** *! Understanding one’s own physical
and cognitive tolerance limits and being able to adjust
lifestyle to manage symptoms were highlighted as
important steps for some participants.’* Higher levels
of IBD-related distress, namely a lack of symptom
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1
5 Records identified through Additional records identified
database searching through general searches
(n =74) (n=2)
=
| —
im—
Records after duplicates removed
! (n= 53)
§
A
Abstracts screened Abstracts excluded
- (n=53) (n=34)
£
% Full-text articles assessed Full-text articles excluded,
= for eligibility with reasons
(n=19) (n=28)
4 studies removed as did not
mention QoL in IBD
)
2 studies excluded as paper
Studies included in did not consider IBD related
° qualitative synthesis fatigue throughout.
.§ (n=11) 2 studies excluded as
'g considered QoL of patients
= following a surgical or
medicinal intervention, no
relevant IBD or QoL
\ J information throughout.
Figure 1 Preferred Reporting Items for Systematic Reviews and Meta-Analyses flow chart of literature search and selection. IBD, inflammatory

bowel disease; QoL, quality of life.

acceptance or ability to manage symptoms, have been
shown to be associated with diminished HRQoL.*’

Psychosocial well-being
Anxiety and depression were the factors most frequently
associated with high levels of fatigue,” 3% 3477 3941
contributing to higher psychological distress.*® Patients
reported low mood (60%) or anger (25%) because
of IBD and symptoms interfering with their social
life.* Both, UC and CD patient populations affected
by fatigue exhibit higher anxiety and depression and
lower HRQoL than those without IBD.*! *?

Fatigue burden was frequently reported by study
participants as a reason for limited or missed social
interactions.” ** ** Family and friends have been

presented as being supportive, however others, such
as employers or colleagues,were reported as lacking in
understanding of IBD fatigue.’® Participants reported
that they were mindful about depending heavily on
family support while also recounting they would feel
more supported if the people around them were better
informed about IBD fatigue.” Support from family and
friends may compensate for the gaps in support from
healthcare professionals as reported by participants.’

Interestingly, none of the studies considered the
impact of fatigue on intimate relationships. Only
one study touched on the subject of personal rela-
tionships, with participants feeling unable to disclose
IBD to a new partner for the fear of stigma related to
symptoms.”® Two studies reported participants views
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Table 3 Main themes from the reviewed literature

Reviewed studies Year published

Main themes

Symptom acceptance

Psychosocial well-being Physical activity

and management

Castillo-Cejas, M. et al*° 2013

Czuber-Dochan, et al’ 2013 X
Viazis, N. et af*? 2013 X
Cohen, B. L. et af*® 2014 X
Devlen, J. et al*> 2014 X
Opheim, R. et a/*® 2014 X
Van Langenberg, D.R. and Gibson, ~ 2014

P.R.37

Artom, M. et a/*° 2017

Habibi, F et a/*' 2017

Skrautvol, K. and Naden, D.** 2017

Villoria, A. et a*® 2017

X X X X X
X X X X x

regarding children; fatigue has impacted their deci-
sions to delay having any children, having more chil-
dren or not to have children at all.” **

IBD fatigue was found to interfere with working capa-
bility in 40% of study participants, with more than half
taking time off work for IBD-related reasons.** Patients
report not progressing in their careers at the same rate
as colleagues without IBD fatigue. Participants report
choosing not to take on more responsibility or reducing
the working hours due to IBD fatigue.” >*~

Physical activity
Participants reported IBD fatigue impacted on their daily
living by increasing absence from work or school, cancel-
ling trips or events and avoiding undertaking certain
activities such as sports or travelling.*> Avoidance and
‘all or nothing’ behaviours associated with high levels of
fatigue, such as decisions regarding not being in employ-
ment, were linked to the negative impact on HRQoL.” *
High levels of physical fatigue impacted participants’
ability to have a fulfilling life.” Patients with IBD fatigue
reported having problems undertaking usual daily
activities when compared with those without fatigue.**
Very few participants reported issues with self-care
regardless of fatigue level.** Patients who commenced
a regular exercise programme had greater improve-
ment in the fatigue scores than those who did not.””
Improvements in physical fatigue associated with the
introduction of regular exercise were also associated
with reduction of depression scores.’” Establishing a
regular routine between activity and rest helped some
participants establish physical fatigue limits.** Intro-
ducing a healthy average amount of daily activity was
important to participants.’*

DISCUSSION

The symptom of fatigue across long-term conditions
all share characteristics; persistent, reduced energy and
reduced muscle strength which is disproportionate to

the level of activity, impacting daily physical and cogni-
tive functioning and leading to impaired HRQoL.! #**
IBD fatigue has been shown to have a predominantly
negative impact on every aspect of an individual’s
life 34 50-54

The well-established link between increased disease
activity and increased levels of fatigue is presented in
many of the included studies.” ** 337 3! However,
disease activity cannot independently explain the
presence, or severity, of fatigue as IBD fatigue is also
reported in disease remission.”>™” This is also true in
other long-term conditions.

Symptom acceptance and management
Patients with IBD often feel it is important to remain
‘in control’ of their health.**3%°®

Unpredictability and uncertainty concerning IBD
relapses, treatment options and possible side effects
contribute to low HRQoL.’? On the contrary, a diag-
nosis of a long-term condition can, after time, build an
individual’s resilience and can sometimes be a relief,
such as eventually getting an answer to questions
regarding symptoms.’” ®° Symptoms are reported more
frequently when the patient has difficulty in coping
with the demands of the disease.”® ¢! Acceptance of
IBD and using effective coping strategies, such as task
management and pacing, seem to have positive impact
on symptom activity and higher levels of HRQoL,
whereas negative attitude and ineffective strategies,
such as task avoidance, worsens HRQoL.2¢ 28 ¢! 62

Psychosocial support

Stigma is found to be independent of level of disease
activity and seems to affect the lives of patients with
IBD in multiple ways.®® Stigma related to ill-health has
been shown to be connected with the perceived views
of employers, coworkers and friends.’*®* In the case of
IBD fatigue, like in other long-term conditions, stigma
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results from perceived physical weakness, cognitive
limitations, reduced social activity and the inability to
fulfil certain roles within an individuals personal and
professional life.**®

Lack of support from colleagues negatively impacts
on an individual’s HRQoL.’* ** Often the steps taken
to adjust the work environment to accommodate IBD
symptoms can lead to feelings of loneliness, such as
adjusting the working day to accommodate more
frequent rest breaks.’” ® Patients in full-time work
experience significantly higher HRQoL, than those
in part-time work, unemployed or absent due to sick-
ness.®* ® Sick leave and work absence was reported to
reduce HRQoL.” 323333385369 This could be attributed
to enhanced interaction in those individuals who work
or are in education, consequently improving HRQoL.”’

A study in multiple sclerosis showed a cycle of
depression; social isolation leading to a reduction in
social support, contributing to increased depression.”’
Similar cycle has been also observed in IBD fatigue.**>”
Social support has been found to be important to indi-
viduals and help encourage good coping strategies,
while disengagement from social activity had negative
affect on HRQoL.?® *25* ¢? It is reported that 68% of
patients with IBD have experienced social constraint
in some way, such as an inability to undertake hobbies
or leisure activities.”>>* ®* Patients worry that their
fatigue restricts their own, and their families’ social
activities.’* Close relationships with friends and social
support groups are evidenced to positively impact on
HRQoL by improving fatigue management.’*°* IBD
fatigue has been reported to be a daily concern of 66%
of patients; however, only 44% of family and friends
and 36% of healthcare professionals demonstrated
agreement with the patients’ perceived fatigue levels.”*
This kind of discrepancy may result in patients feeling
misunderstood and isolated, leading to under-reporting
of symptoms. Family and friends occasionally express
disbelief that symptoms of IBD are real, causing feel-
ings of hurt and anger in patients.”* ®* Some healthcare
professionals consider some IBD symptoms as psycho-
logical in nature, causing emotional distress among
patients due to feelings of lack of support and under-
standing.®* This is echoed in other long-term condi-
tions, such as chronic fatigue syndrome, where there
has been converse viewpoints regarding the origins of
fatigue from healthcare professionals and patients.”

Physical activity

There is very little evidence regarding exercise or phys-
ical activity in IBD fatigue. The benefit of exercise on
an individual level of fatigue was identified in a recent
randomised controlled trial.”* The pilot study compared
exercise advice, dietary advice, dietary supplementa-
tion of omega-3 fatty acids and placebo. It was found
that fatigue was considerably reduced in the exercise
group.” Evidence from the review demonstrates that
those who commenced a regular exercise programme

generally had greater improvement in fatigue scores
than those who did not undertake regular exercise.’’
This is supported in the wider literature, where intro-
ducing regular exercise was associated with more posi-
tive feelings, improved HRQoL and better functioning
by patients with long-term conditions, such as cancer
or multiple sclerosis.”*"®

LIMITATIONS

There are potential limitations to this work. The use
of thematic analysis may be limited by the subjective
nature of the reviewer, influencing the repeatability of
data analysis. This may introduce an element of inter-
observer variability, which might limit the reliability
of the themes chosen. Thematic analysis may as well
be overly reductive and emphasise on less important
themes. To increase reliability of this work, the cate-
gories and subcategories were reached through discus-
sion with multiple authors.

Multiple databases were searched, and only rele-
vant publications considered. Each publication was
discussed by at least two researchers, with a third or
fourth being consulted if there were any discrepancies.
The outcomes represent an accurate response to the
research question. Continuous conversations between
authors occurred throughout to ensure a unani-
mous decision regarding article searches and quality
appraisal criteria, thus limiting any potential bias.

The scope of background information collected,
disease activity levels, depth of data relating to types
and magnitude of fatigue and its effects appears to vary
vastly between studies.

Contribution to knowledge

This is the first systematic review considering the
impact of IBD fatigue on HRQoL. This review has
highlighted the areas of HRQoL identified by individ-
uals with IBD, to be most impacted by IBD fatigue.
Uncovering these compounding factors of HRQoL has
identified areas for further research and has begun a
pathway to better understanding of the patient’s expe-
rience of living with IBD fatigue.

Clinical implications

The clinical implications of this work include permit-
ting healthcare professionals to better understand the
lived patient experience of IBD fatigue. Healthcare
professionals will be better able to consider IBD fatigue
holistically taking into consideration factors that have
be raised throughout this review. Researchers will be
more efficient in designing and conducting targeted
research for interventions for both IBD fatigue and
IBD-related HRQoL.

CONCLUSION

This work identified the experiences of fatigue were
significantly related to three HRQoL linked themes:
symptom acceptance and management, psychosocial
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well-being and management and physical activity. Indi-
viduals with IBD fatigue who exhibit better coping and
management mechanisms were shown to have higher
levels of HRQoL than those with IBD fatigue who
adopted maladaptive behaviours.

Good social support from friends, family and
colleague was found to be important to individuals
with IBD fatigue and was shown to meaningfully
impact on HRQoL. Findings from the review suggest
that patients who are more physically active have
higher levels of HRQoL than those who are compara-
tively sedentary.

This would suggest that a psychosocial and/or exer-
cise intervention for fatigue management would be
beneficial. Further exploration of the impact of IBD
fatigue on HRQoL is warranted in order to better
understand patient experiences. There is a need for
prospective long-term studies with serial measures
of IBD fatigue alongside other key measures, such as
HRQoL, anxiety and depression, physical activity,
disease activity and measures of disease burden.
Exploring this information would allow better under-
standing of IBD fatigue. Further work with use of
validated fatigue and HRQoL measures, and clearer
characterisation of disease activity is needed to define
a diagnostic cut-off for IBD fatigue that requires an
intervention.
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