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Introduction

Fatigue affects up to 72% of patients with 
inflammatory bowel disease (IBD), including up to 
1 in 2 patients whose disease is in remission.1  

Beyond IBD treatments, few therapies for 
fatigue have been studied. The lack of clear 
success in clinical trials investigating fatigue 
treatments in IBD has left many clinicians without 
the therapeutic arsenal to manage this symptom. 

This paper aims to provide a practical 
roadmap for busy clinicians to understand and 
incorporate IBD-related fatigue discussions within 
their consultations.

Recognizing and Assessing Fatigue

The burden of disease for patients often 
exceeds digestive manifestations, such as 
diarrhea, rectal bleeding, and pain.2 Beyond 
these, fatigue is one of the most frequently 
non‑gastrointestinal patient-reported 
complaints, yet remains under-recognized and 
under‑discussed by clinicians.2,3 Understanding 
how to recognize and measure fatigue is an 
important first step in its management.

Fatigue is more than generic tiredness that 
can affect both physical and mental functioning. 
Some level of fatigue is common, but it should not 
be exhaustive or limiting. The aim of assessment is 
to recognize that some level of fatigue is expected 
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but fatigue should not be severe enough to impair 
daily functioning. 

A fatigue assessment tool can establish 
symptom severity and guide further conversations. 
Two commonly used tools are highlighted above 
(Figure 1). One of these, the IBD Fatigue (IBD-F)4 
scale, is split into the two sections; the first 
section incorporates five brief questions that 
establish fatigue severity over the last 2 weeks. 
This scale is validated within IBD and can be easily 
completed by patients before their consultation. 
Scores range between 0 and 20, with scores 
of 11 or more suggesting severe fatigue. This tool 
can be used regularly to track changes in fatigue 
severity over time. However, within the IBD-F, 
there is no formal cut off to delineate improvement 
in fatigue over time.4 Subsequent studies have 
examined this issue and have proposed differing 
Score1 cut-offs, while others have not identified 
any threshold.1 The Functional Assessment of 
Chronic Illness Therapy—Fatigue scale (FACIT-F)5 
is an alternative assessment tool. This 13-item 
questionnaire evaluates fatigue symptoms 
experienced over the previous week. Because this 
tool is used across a range of conditions, FACIT-F 

scores can be compared with other chronic 
diseases. However, its more complex scoring may 
limit its practicality within time pressured clinics.

A practical tip is to build fatigue assessment 
into routine care for all patients.  Doing so ensures 
that patients understand that fatigue is recognized 
as an important symptom in its own right and will 
also help to build our knowledge base of how 
patients experience fatigue.

Understanding the Mechanisms

Fatigue is well recognized among patients 
with active disease; however, far more complex is 
the persistence of fatigue in quiescent IBD. 

Fatigue is observed in chronic inflammatory 
diseases, such as multiple sclerosis and 
systemic lupus erythematosus, which supports 
the hypothesis that inflammatory cytokines 
could contribute to fatigue.7 Elevated levels of 
proinflammatory cytokines have been shown 
in fatigued patients, further supporting an 
inflammatory cytokine-mediated mechanism.8,9 
The brain-gut axis is the bidirectional pathway 
between the central and enteric nervous systems. 

Feature IBD Fatigue Scale (IBD-F) FACIT-Fatigue

Structure
2 sections:  
5 items on frequency/severity of fatigue 
30 items on experience/impact of fatigue

13 items total

Item content 

Section I: measures both how often fatigue 
occurs and its severity 
Section II: measures the impact of fatigue 
across physical, cognitive, emotional, and 
functional daily activities

Physical tiredness/weakness items, plus 
functional-impact items (e.g. energy levels, 
ability to perform usual activities, need to 
rest or sleep)

Recall period 2 weeks 1 week

Response scale 0–4 Likert scale 0–4 Likert scale 

Direction of score Higher score = greater fatigue Higher score = less fatigue 

How the total is 
calculated

Sections scored separately; not combined 
into one total score
Section II has six items with an N/A option; 
the total is prorated when N/A responses 
are selected

Sum individual item scores, multiply by 13, 
divide by the number of items answered
Note: Negatively worded items are recoded, 
so 0 = bad, 4 = good

Score range Section I: 0–20
Section II: 0–120 0–52 total

Clinically useful 
cut off Varies between studies None (>40), mild (>30 to ≤40), moderate 

(>21 to ≤30), and severe (≤21)6

Figure 1. IBD-F vs FACIT-Fatigue assessment tools; courtesy of Yaa Danso, MBBS, MRCP, IBD Research Fellow, 
Prof. Ailsa L. Hart, James Alexander, MD, and Calum D. Moulton, MD.
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In response to environmental or clinical stressors, 
proinflammatory cytokines can activate the 
hypothalamic-pituitary-adrenal axis, leading 
to cortisol dysregulation in which cortisol is 
released. These neuroendocrine changes may 
have systemic effects and can affect the brain, 
resulting in fatigue.10 Within healthy individuals, 
sleep deprivation, which itself exacerbates fatigue, 
is associated with an increase in circulating 
proinflammatory cytokines.11

Mood disorders, which can also cause 
fatigue,12 are mediated through central 
neurotransmitters, primarily serotonin 
(5-hydroxytryptamine), dopamine, and 
noradrenaline. The synthesis of these 
neurotransmitters requires the availability of 
tryptophan and tyrosine.13 As branched-chain 
amino acids (BCAAs) compete with tryptophan 
and tyrosine for the same transporters to pass 
the blood–brain barrier, alterations in circulating 
BCAA levels are hypothesized to influence the 
availability of these neurotransmitters in the brain, 
leading to fatigue. Experimental mouse models 
of colitis have shown new-onset depressive and 
anxiety-like symptoms after the induction of 
gut inflammation.13,14

The Diagnostic Workup

The mechanisms underlying fatigue 
within IBD are not fully understood; however, 
identifying and addressing potentially reversible 
causes is a key component of management. A 
common challenge faced by clinicians is how to 
proceed when a patient reports fatigue.15 The 
following section outlines a practical approach to 
assessment and management.

Minimizing mucosal disease activity is an 
important component of fatigue management. 
Assessing disease activity with endoscopy 
or imaging can be helpful. However, we 
suggest doing this only when supported by 
gastrointestinal symptoms or biochemical markers 
as fatigue often remains severe in the context of 
quiescent disease.  

In addition to evaluating disease activity, 
nutritional and hematological investigations can 
prove useful. Iron deficiency, reflected by low 
ferritin levels, irrespective of anemia, can be a 
driver of fatigue. Assessment of vitamin B12 and 
folate status are relevant for patients with ileal 
Crohn’s disease or post ileal resection.

Extraintestinal manifestations of IBD, 
primary sclerosing cholangitis, and coexisting 

autoimmune disorders such as hypothyroidism 
are common within the IBD population and 
should be addressed. A review of medications 
is also important. Corticosteroids disrupt sleep 
patterns, and over time may contribute to 
myopathy and fatigue, while thiopurines are also 
recognized to cause fatigue in some patients. 
Although an exhaustive medication review is not 
necessary in every case, clinicians should be 
aware of commonly used medications that can 
impact fatigue.

Psychological comorbidities can coexist 
with IBD-related fatigue or contribute to fatigue 
independently. Conditions such as depression 
and anxiety are potential causes of fatigue and 
are treatable. Screening tools such as the Patient 
Health Questionnaire-9 (PHQ-9) and General 
Anxiety Disorder-7 (GAD-7) can help identify 
symptoms of depression and anxiety, respectively. 
When these conditions are identified, appropriate 
management should be initiated, either within 
the multidisciplinary IBD team or by involving 
primary care.

Non-pharmacological Management 

Non-pharmacological therapies require 
adherence. It is important to recognize 
that even with an active and willing patient 
non‑pharmacological therapies are not 
always successful.

Patient-led sleep hygiene techniques can 
be used successfully prior to and alongside 
pharmacological therapies. Four key techniques 
include: 1) avoiding alcohol and caffeine 4 hours 
before bedtime; 2) avoiding ‘screen time’ in bed 
and at least one hour prior; 3) obtaining daytime 
sunlight exposure to help maintain circadian 
rhythms; and 4) maintain a consistent sleeping 
time and waking time, even if sleep has been 
poor.16,17 Better sleep quality may be achieved 
through daytime behavioural activation. Measures 
such as exposure to sunlight and limiting daytime 
napping help to distinguish between daytime 
activities and nighttime rest can help regulate 
circadian rhythms. 

IBD-related fatigue can vary in severity over 
time for the same patient. On days when fatigue is 
less pronounced, patients may take advantage of 
this extra capacity to catch up on lost productivity 
and consequently overexert themselves. While 
understandable, this all-or-nothing approach is 
often followed by worsening in fatigue over the 
following days, precipitating a ‘boom-and‑bust’ 
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pattern of fatigue.1 Opting for sustainable regular 
activity is often more beneficial, although this 
requires confirmation within a randomized 
controlled trial (RCT).18,19

Pharmacological Therapies

If sleep is a concern and non-pharmacological 
therapies have been unsuccessful, the use of 
nocturnal sedative medications can be considered.

However, we discourage the use of 
benzodiazepines and Z-drugs (e.g., zolpidem, 
eszopiclone, and zopiclone), owing to their risk 
of dependence and their potential to impair 
state-dependent learning. The latter refers to 
the phenomenon whereby information learned 
in a particular internal state is most easily 
recalled when that same state is reproduced. 
Consequently, psychological work that is 
completed while treated with Z-drugs, may not be 
as readily retained or transferred to periods when 
the medication is no longer being used.1

Non-addictive Sedating Medications 
Amitriptyline may be particularly useful 

for patients with comorbid pain symptoms.20 
Treatment is initiated at 10 mg taken once nightly 
(ON), and can be increased to 30 mg as needed.21 

Mirtazapine, a sedative antidepressant, 
may be helpful for patients in whom depression 
or anxiety is prominent, or for those with 
persistent upper gastrointestinal symptoms such 
as postprandial fullness or nausea.22 Patients 
should be advised that daytime sedation can be 
pronounced during the first week of treatment 
but often diminishes with continued use.23 The 
usual starting dose of mirtazapine is 15 mg ON.24 
Notably, the 15 mg dose is generally as sedating 
as higher doses.22

Daridorexant, a dual orexin receptor 
antagonist for the treatment of insomnia, was 
shown to be generally safe and well tolerated in 
a 52-week study (not specifically in IBD) and was 
associated with minimal morning drowsiness.25 
The usual starting dose is 50 mg taken ON, though 
lower doses of 25 mg may be more appropriate for 
those with liver impairment. 

Emerging evidence suggests that melatonin 
may function as a mediator between gut 
microbiota disorders and sleep deprivation.26 In the 
UK, melatonin is licensed for adults over 55 years 
of age, with a usual starting dose of 2 mg ON, and 
a maximum dose of 10 mg ON.27

Patients should be advised that sedative 
medications may cause residual drowsiness the 
next day, especially during the early stages of 
treatment. Caution should be explicitly provided 
regarding activities that require alertness, 
including driving, operating heavy machinery, or 
performing skilled tasks. Use of alcohol should be 
minimized to prevent oversedation.

Alerting medications can also be considered 
for patients with refractory fatigue, although their 
use in this context is off-licence. Modafinil is a 
wakefulness-promoting medication that acts as 
an atypical dopamine reuptake inhibitor by binding 
to the dopamine transporter, which increases 
extracellular dopamine levels in the brain, although 
its exact mechanism of action is not clearly 
defined. In the UK, modafinil is licensed for treating 
narcolepsy, though its use beyond this indication 
is supported by the Maudsley Guidelines.23 

Modafinil is initiated at 100 mg in the morning, 
although a lower starting dose of 50 mg may 
be appropriate for patients who may be more 
susceptible to side effects (Figure 2). The clinical 
benefits of modafinil are usually rapid, frequently 
within 1 week. The efficacy of modafinil should be 
assessed ideally within 8 weeks and should only 
be continued if it is beneficial and well tolerated.

Modafinil should be avoided in patients with 
known arrhythmias, cor pulmonale, left ventricular 
hypertrophy, and moderate‑to‑severe uncontrolled 
hypertension.28 Modafinil is contraindicated 
during pregnancy, owing to associations with 
birth defects, and it may reduce the effectiveness 
of some hormonal contraceptives.29 Women of 
childbearing age starting modafinil should be 
advised to use appropriate contraception, such 
as intrauterine devices, barrier methods, depot 
progestogen preparations, during treatment and 
for 2 months after discontinuation.

Although the therapies described above have 
shown potential for managing IBD-related fatigue, 
evidence from RCTs is currently lacking (Figure 2). 

Reassessment and Follow-up 

If a pharmacological treatment is effective, 
we recommend ongoing review at 6 month 
intervals. At present, there is insufficient evidence 
to guide the duration of pharmacotherapy for 
IBD-related fatigue, whether using sedative 
or wakefulness-promoting medications. We 
follow extrapolated guidance from depression 
management with antidepressants, which is to 
continue any effective medication for 6–9 months, 
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Figure 2. Treatment algorithm for IBD fatigue; courtesy of Yaa Danso, MBBS, MRCP, IBD Research Fellow, Prof. Ailsa L. Hart, 
James Alexander, MD, and Calum D. Moulton, MD.  
 
Abbreviations: CD: Crohn’s disease; EIMs: extraintestinal manifestations; EUA: examination under anaesthesia; PHQ-9: Patient 
Health Questionnaire-9; UC: ulcerative colitis

1. Measure

2. Identify contributing factors

3. Lifestyle strategies

4. Sleep support

5. Further Therapies

6. Review response

Inflammatory Bowel Disease Fatigue (IBD-F) 
Self-Assessment Scale

1. Active disease

Sleep initiation: How quickly do you fall asleep?

Sleep maintenance: Is sleep usually broken?

Morning waking time: If repeated early-morning 
waking consider screen and treating for 

depression using PHQ-9

Reassess with a fatigue screening measure
If well tolerated, modafinil follow-up every 6–12 months 

Review 2–3 months after any treatment changes

Consider a sedative medication such as 
amitriptyline or mirtazapine and assess response 

in 2–3 months

If available, consider cognitive behavioural 
therapy to encourage practical techniques to 

restore healthy sleep habits

*Modafinil: Contraceptive precautions required for 
women of childbearing age. Continue contraception 
for 2 months after stopping modafinil. Efficacy of 
sterold contraceptives is impaired whilst on 
modafinil. Appropriate contraception includes 
Intrauterine system (IUS), Intrauterine device (IUD), 
depo-provera Injection or barrier contraception.

**Aripiprazole: There is a low risk of losing Impulse 
control whilst taking. If this occurs cease medication.

4. Associated conditions

Section 1 (first 5 questions) of IBD-F assesses severity

Consider assessment with: bloods, endoscopy, 
radiology, EUA, stool samples

a) Sleep hygiene

Modafinil*

Avoid alcohol and caffeine 4 hours before sleep, avoid 
daytime naps, avoid screen time in bed and 1 hour prior, 

receive sunlight exposure in the daytime

Start 100mg in the morning 
If significant fatigue after 1-2 weeks, increase to 100mg 

morning and 100mg midday
Increase in 100mg increments. max. 400mg daily

If partially effective, add aripiprazole**
1.25–2.5mg daily

b) Graded exercise
Avoid overexertion on days when fatigue is better and 

encourage a gradual increase in regular activity

EIMs and other conditions contributing to fatigue 
e.g. thyroid, renal, liver disease, diabetes mellitus

5. IBD medications
Review medications eg. thiopurines, corticosteroids 
and anti-TNFs

2. Malnutrition and vitamin deficiencies

3. Anaemia

Consider levels of: iron, vitamin B12, folate, vitamin D, 
calcium, thiamine, magnesium, zinc and Selenium

A score reduction of 23 is considered clinically significant

No fatigue: 0  Mild/Moderate: 1-10  Severe: 11+

Functional Assessment of Chronic Illness 
Therapy—Fatigue Scale (FACIT-Fatigue)
13 items assesses the impact of fatigue on daily activities 

The following is considered clinically significant CD:
CD: 10 point increase     UC: 9 point increase

Mild: 40+ Moderate: 20–39 Severe: <20

Yes

No

injection
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before considering dose reduction and/or 
discontinuation.26 During the initial treatment 
phase, we suggest reassessing the response at 
8 weeks, using the same fatigue assessment tool 
employed at baseline.

Successful assessment of IBD-related 
fatigue is not a singular event; rather, it is an 
ongoing process that requires regular review and 
dialogue with the patient.  Effective management 
includes a combination of strategies, such as 
patient-led immediate measures, pharmacological 
therapies, and the identification and exclusion of 
other potential contributors to fatigue. Similarly, 
successful treatment is not a single intervention; 
we therefore suggest acknowledging and 
describing this premise at the beginning of 
treatment, and throughout the treatment course.

Unmet Needs

Despite its high prevalence and significant 
impact on quality of life, fatigue often remains 
under-recognized and under-discussed during 
consultations, perhaps as a consequence of 
uncertainty regarding management options. The 
importance of this unmet need is highlighted by 
the inclusion of fatigue among the James Lind 
Alliance’s top 10 research priorities.30 Fostering 
active questioning about fatigue during clinical 
encounters is an important first step.

Despite investigation, a specific cause of 
fatigue often cannot be identified. This knowledge 
gap makes IBD-related fatigue an important area 
of interest for future research, with the potential 
to improve our understanding of its underlying 
mechanisms and to support the development of 
novel targeted treatments. Currently evidence 
from RCTs is insufficient to support any 
single treatment approach. This highlights an 
opportunity to prioritize IBD-related fatigue as a 
research focus, particularly in relation to alerting 
medications. If successful, these treatments 
can have a palpable and direct improvement in 
patients’ quality of life. 

Conclusion

Regular use of validated assessment tools for 
fatigue will provide insight into our understanding 
of how the landscape of fatigue evolves over 
time and help evaluate the effectiveness of 
emerging therapies.

In clinical practice, proactive identification 
of fatigue, targeted investigations for reversible 
causes, and ongoing reassessments form 
the basis for practical steps to managing 
IBD‑related fatigue.
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