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Abstract

OBJECTIVES

Fatigue is prevalent in people with inflammatory rheumatic and musculoskeletal diseases (I-RMDs)
and recognised as one of the most challenging symptoms to manage. The existence of multiple
factors associated with driving and maintaining fatigue, and the evidence about what improves
fatigue have led to a multi-faceted approach to its management. However, there are no
recommendations for fatigue management in people with I-RMDs. This lack of guidance is
challenging for those living with fatigue and health professionals delivering clinical care. Therefore,
our aim was to developed EULAR recommendations for the management of fatigue in people with
I-RMDs.

METHODS

A multidisciplinary taskforce comprising 26 members from 14 European countries was convened,
and two systematic reviews were conducted. The taskforce developed the recommendations based
on the systematic review of evidence supplemented with taskforce members’ experience of fatigue
in I-RMDs.

RESULTS

Four overarching principles and four recommendations were developed. Overarching principles
include health professionals’ awareness that fatigue encompasses multiple biological, psychological
and social factors which should inform clinical care. Fatigue should be monitored and assessed, and
people with [-RMDs should be offered management options. Recommendations include offering
tailored physical activity and/or tailored psychoeducational interventions and/or, if clinically indicated,
immunomodulatory treatment initiation or change. Patient-centred fatigue management should
consider the individual's needs and preferences, their clinical disease activity, comorbidities and

other psychosocial and contextual factors through shared-decision-making.
CONCLUSIONS

These 2023 EULAR recommendations provide consensus and up-to-date guidance on fatigue

management in people with I-RMDs.

KEYWORDS
Fatigue; rheumatic diseases; physical activity; psychoeducational interventions; health planning;

shared decision-making; immunologic factors.



KEY MESSAGES

What is already known on this subject?
o Fatigue is a prevalent symptom in people with I-RMDs and challenging to manage because
it is invisible, unpredictable and fluctuating.
o People with I-RMDs report that fatigue is often not addressed as part of their clinical care,

and health professionals report that they do not know how best to support people.

What does this study add?

e The clinical care of people with I-RMDs can be enhanced through the monitoring of their
fatigue and through offering tailored non-pharmacological interventions or, if clinically
indicated by disease activity status, pharmacological treatments.

o Fatigue management should be addressed through shared decision-making and should
consider the needs and preferences of people with [-RMDs, in conjunction with their clinical

disease activity, comorbidities and psychosocial and contextual factors.

How might this impact on clinical practice?
¢ Routine assessment of fatigue in people with I-RMDs will become more common.
¢ Uptake of these recommendations will enhance patient-centred clinical care by managing a

prevalent symptom that is a priority for people with [-RMDs.



INTRODUCTION

Inflammatory rheumatic and musculoskeletal diseases (I-RMDs) encompass several long-term
conditions, including rheumatoid arthritis (RA), psoriatic arthritis, axial spondyloarthritis, systemic
lupus erythematosus and Sjogren’s syndrome, among others. Fatigue is prevalent in people with |-
RMDs, and is one of the most challenging symptoms to cope with due to its invisible, pervasive and
unpredictable nature.[1-4] Although there is no single conceptualisation or definition of fatigue, it is
recognised that fatigue in I-RMDs is different to normal feelings of tiredness.[5] People with I-RMDs
describe fatigue as overwhelming, intrusive, distressing and draining them of physical and mental
energy.[6] It can impact all areas of their daily lives and can leave people feeling alone as they
withdraw from social interactions and their lives become increasingly restricted.[7] Survey evidence
with over 6,000 people with I-RMDs found that one out of every two was severely fatigued, scoring
<35 on the SF-36 Vitality Scale.[8]

At an individual level, fatigue is strongly associated with a poor quality of life for people with I-
RMDs.[9,10] At a societal level, fatigue in I-RMDs is associated with increased clinical care costs,
primary care consultations, employment loss, and high levels of absenteeism, presenteeism and
work disability.[11-13] People with I-RMDs report debilitating fatigue during flares and in low disease
activity and remission states.[14—17] In those with early RA, one of the most common |-RMDs,
fatigue is associated with perceived non-improvement in health in those with favourable treatment
outcomes; and fatigue has been identified as one of the most important outcome domains in defining
disease remission.[18,19] In rheumatology, people with I-RMDs and health professionals have
identified access to fatigue interventions as an unmet need and priority.[20—-22] Rheumatology health
professionals recognise that fatigue is important, but few routinely offer advice, interventions or

support to manage the symptom.[19,23,24]

Part of the challenge of providing support for fatigue in I-RMDs is that the causes and maintaining
factors are unclear and multifaceted, and that there is no curative treatment. Research indicates that
the immune system, the central and autonomic nervous systems and the neuroendocrine system
might have a role in the induction and maintenance of fatigue in I-RMDs.[25] Evidence is also
emerging that sleep, genetic susceptibility, metabolic disturbances and other biological and
physiological mechanisms might contribute to fatigue.[26] However, this evidence is inconclusive. In
addition, an array of other biopsychosocial and contextual variables are associated with fatigue in |-
RMDs, including physical functioning and physical activity, comorbidities, pain, obesity, anxiety and
depression, stress, and relationships and work roles.[27—29] Although the interrelationships between
these diverse factors and fatigue are not clearly understood or defined, there is general agreement
that fatigue in I-RMDs is likely to involve multiple biological, psychological and social
mechanisms.[30] It has been proposed that these mechanisms can change over time and are likely

to vary between people.[31] This body of evidence indicates that optimal fatigue management
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requires a tailored, flexible and holistic approach. However, there are no recommendations to
support people with I-RMDs and health professionals with fatigue management. Acknowledging this
current lack of guidance, we convened a taskforce to develop EULAR recommendations for the

management of fatigue in people with I-RMDs.

METHODS

We developed the recommendations following the 2014 updated EULAR standardised operating
procedures.[32] The convenor (ED) and the methodologist (PMM) submitted a proposal to the
EULAR Executive Committee (now designated EULAR Council). Once the proposal had been
approved, PMM and ED set up a steering group with the two fellows (ES and BF) and invited the
proposed taskforce members. The taskforce comprised 26 clinicians, academics, methodologists
and experts by experience from 14 European countries. EULAR representatives from the health
professionals committee, People with Arthritis/Rheumatism across Europe and EMerging EUlar
NETwork (EMEUNET) were included, and five members were recruited through an open call to
EULAR countries via a competitive application process. Taskforce members were patient partners,
nurses, physicians (rheumatology consultants and registrars), occupational therapists, psychologists
and physiotherapists, all with personal and/or professional experience of fatigue in I-RMDs. The
diverse, multidisciplinary taskforce reflects the complex nature of fatigue and the multi-faceted
approach to its management. The recommendations were developed over two day-long meetings
held online via MS Teams and co-facilitated by PMM and ED. As required by the EULAR SOP, all

members disclosed their conflicts of interest upfront.

At the first meeting, taskforce members discussed which groups could benefit from fatigue
management recommendations. These include people living with I-RMDs and those in their support
systems, such as family, carers and friends; the multidisciplinary rheumatology team, which is often
hospital-based; primary care physicians; health professionals in other clinical areas and settings, for
example, community-based; healthcare funders, commissioners, insurers and providers; healthcare
educators and trainers; charities and organisations that support people with I-RMDs; employers,

educational institutions, and occupational health providers; and pharmaceutical companies.

The taskforce then formulated questions for the systematic literature review (SLR) that would provide
the evidence to underpin the recommendations. The questions were:
¢ Which pharmacological interventions are efficacious in reducing fatigue (in a broad sense) in
people with [-RMDs?
¢ Which non-pharmacological interventions are efficacious in reducing fatigue (in a broad
sense) in people with [-RMDs?
e Which pharmacological and non-pharmacological interventions are safe in reducing fatigue

in people with I-RMDs?



After the meeting, the steering group drafted a SLR protocol that was registered with PROSPERO
(reference: CRD42021282899). As the initial searches returned large numbers of abstracts, the
steering group decided to conduct two SLRs. ES led the review of non-pharmacological
interventions, and BF led the review of pharmacological interventions. Both reviews were conducted
according to the Cochrane Handbook proposed method and reported following the Preferred
Reporting Items for Systematic Reviews and Meta-Analysis guidelines.[33,34] The steering group

drafted potential overarching principles (OAPs) and recommendations based on these results.

At the second taskforce meeting, ES and BF presented the results from the SLRs. The main findings
included evidence that physical activity or exercise, psychoeducational interventions, and several
pharmacological interventions are efficacious (and generally safe) in reducing fatigue in people with
I-RMDs.[35,36] Physical activity or exercise was found to be efficacious in reducing fatigue, with a
small effect size in RA (SMD=-0.23), a moderate effect size in SLE, and a large effect size in SpA
(SMD=-0.94) (Ref no: 36). Psychoeducational interventions were also found to be efficacious in
reducing fatigue in RA, showing a small effect size (SMD=-0.32). However, it is important to note
that these effect sizes are challenging to interpret and compare due to the heterogeneity of studies
in terms of inclusion criteria, intervention types, study design, and the number of studies included in
the meta-analyses. PMM and ED then presented the steering group’s potential OAPs and
recommendations, one by one, which were modified through discussion and voting. OPAs and
recommendations were edited live according to the comments made, followed by formal anonymised
voting using the poll function in MS Teams. Consensus was reached if either 275% of the members
voted in favour of the recommendations in the first, 267% in the second or 250% in a third round. If
multiple rounds of voting were necessary, a discussion took place in between voting rounds to refine

the drafted statements.

After the meeting, the levels of evidence (LoE) and grades of recommendation (GoR) derived from
the SLRs following the standards of the Oxford Center for Evidence Based Medicine were added by
the steering committee to each of the recommendations.[37] Finally, each taskforce member
anonymously indicated their level of agreement (LoA) through an online survey (numerical rating
scale ranging from 0=‘do not agree at all’ to 10="fully agree’). The mean and SD of the LoA, as well

as the percentage of agreement 28, are presented.

The taskforce also discussed important areas for future research on fatigue in I-RMDs that were not
addressed in the current SLRs and where there is a lack of evidence. The draft of the manuscript
was sent to all taskforce members for review. All authors and the EULAR Council approved the final

manuscript.



RESULTS

The taskforce agreed on four OAPs and four recommendations (Table 1). These are based on
evidence from the two SLRs, combined with the taskforce members’ expert opinions. LoA was very
high for all OAPs and recommendations, ranging from 9.4 to 9.9 average LoA on 0-10 scale,

strengthening the validity and robustness of the agreed statements.

OVERARCHING PRINCIPLES

During the analysis of the evidence and expert discussion, the taskforce identified four key general
themes across all recommendations. These were formulated and agreed as OAPs. They provide a
set of crucial principles in managing fatigue in people with I-RMDs, reflecting state-of-the-art

management.

1. Health professionals should be aware that fatigue encompasses multiple and
mutually interacting biological, psychological and social factors.

This OAP provides a conceptual framework to inform health professionals’ understanding of fatigue
and their communication about this symptom with people with I-RMDs. It is important that the
complexity of fatigue is recognised and that health professionals are aware of the potentially wide
range of biopsychosocial factors that can drive and maintain fatigue and the implications of this for
people’s physical and mental health.[26,27,30,31] This awareness should facilitate discussions with
people who have [-RMDs about which specific factors might be pertinent for them as individuals.
People with I-RMDs have reported that being asked about their fatigue can be validating and make

them feel less isolated; for some, it can be the first step to self-management.[38,39]

2. In people with I-RMDs, fatigue should be monitored, and management options should

be offered as part of their clinical care.
Fatigue in I-RMDs is a prevalent, often non-resolving symptom that needs to be considered in the
long term. Monitoring fatigue as part of clinical care acknowledges that the symptom is frequently
present and has a detrimental impact on people with I-RMDs. In some settings, monitoring might
comprise the completion of patient-reported outcome measures (PROMSs) so that health
professionals can gauge fatigue in people with I-RMDs at individual and population levels, for

example, as part of national registries.[11,14,17,40-42]

Management options should be offered as part of clinical care. The taskforce recognises that various
health professionals in different healthcare systems undertake responsibility for offering
management options. In addition, not all fatigue management options are widely available and not
all health professionals have the knowledge, skills and confidence to provide support. However, at
a minimum, health professionals can provide information and signpost to resources, such as those

provided by patient organisations. In multidisciplinary teams, health professionals can consider

9



referrals to colleagues who might be better placed to offer appropriate support.[43,44] Together,
monitoring and offering management options should normalise fatigue which is likely to be helpful to

people with I-RMDs.

3. Management of fatigue should be a shared decision between the person with an I-
RMD and health and well-being professionals.

Patient-centred care includes listening to, informing and involving patients in ways that are
meaningful and valuable to the individual, with the goal of empowering them to become active
participants in their care. Shared-decision making is central to implementing patient-centred care.
Therefore, as part of delivering patient-centred care in rheumatology, decisions about fatigue
management need to be shared between the person with an I-RMD and the health professional.[45]
This involves collaboration based on health professionals’ expertise (e.g., knowledge about
management options, including evidence, risks and benefits) and people with I-RMDs’ expertise
(e.g., knowledge of their preferences, circumstances, goals, values and beliefs). Shared decision-
making should be undertaken to support people to make decisions about their fatigue management
that are right for them at that time. Shared-decision-making allows people to choose the extent to
which they want to collaborate with health professionals and includes acknowledging that some
people prefer not to take an active role in making decisions . However, it is important that all people
with I-RMDs are offered the opportunity to engage in shared- decision-making and that their needs

and preferences determine the degree of collaboration.

As with the previous OAP, the taskforce discussed how healthcare systems differ in the care
pathways available to people with I-RMDs and in who provides support for fatigue. The use of ‘health
and well-being professionals’ reflects this breadth and includes a range of sources of support from
multidisciplinary rheumatology teams to individual practitioners such as mental health therapists
and/or fitness and exercise instructors. It is important to mobilise all available resources that might
benefit people with I-RMDs and to recognise that elements of fatigue support might derive from

shared decisions taken in both clinical and non-clinical settings.[46]

4. Management of fatigue should be based on the needs and preferences of people with
I-RMDs, as well as their clinical disease activity, comorbidities and other individual
psychosocial and/or contextual factors.

Current evidence suggests that fatigue may be caused and maintained by an array of
biopsychosocial factors, which vary between and within individuals over time. This conceptualisation
of fatigue underpins OAP1 and needs to be reflected in managing the symptom, which should be
tailored to individuals with I-RMDs. Providing tailored fatigue management options includes
considering the needs and preferences of people with I-RMDs, which will contribute to the shared
decision-making underpinning OAP3. Management of fatigue also needs to be set in the context of

10



exploring which factors might be contributing to an individual’s fatigue. This could include stress,
disease activity, pain, sleep quality, comorbid long-term conditions, obesity, de-conditioning and low
levels of physical activity, low mood and withdrawal and ‘boom and bust’ activity patterns, among
others.[26,47]

RECOMMENDATIONS

1. Health professionals should incorporate regular assessment of fatigue severity,

impact and coping strategies into clinical consultations.

Addressing fatigue should be part of usual clinical care for people with [-RMDs and incorporating
regular assessment of fatigue is an important part of this process. People with [-RMDs have reported
fatigue when their disease activity levels are high but also when they are in remission or low disease
states, with fatigue being severe in about half of the cases.[27,48] Therefore, it is important to
conduct regular assessments of fatigue over time and not make assumptions about when someone
might be impacted by fatigue or when discussions about fatigue might be relevant. A strategic option
for clinical practice may be to use a single-item instrument as a screening tool (e.g., BRAF NRS,
RAID-F, among others), which could be supplemented by additional multidimensional assessments
if significant levels of fatigue are identified by the screening tool.[49] It is important that responsibility

for raising the issue of fatigue does not lie solely with the person with an I-RMD.

Not only might fatigue itself fluctuate over time, but how it affects people and how they respond can
change. Central to this recommendation is that assessment should include not only the level or
severity of fatigue but also the impact of the symptom on daily life and how someone is coping with
it.[50,51] These assessments should inform the clinical consultations of people with I-RMDs and

lead to discussions about management options.

2. As part of their clinical care, people with I-RMDs and fatigue should be offered access
to tailored physical activity interventions and encouraged to engage in long-term
physical activity.

According to the results of our SLR, there is evidence that supervised physical activity interventions
can help reduce fatigue in people with I-RMDs. Existing EULAR recommendations on physical
activity also emphasise its importance in disease management based on proven efficacy, feasibility
and safety.[52] As such, tailored physical activity that considers a person’s current sedentary and
exercise behaviours; their disease activity, disease damage, comorbidities and disability; and their
preferences and goals should be offered to people with I-RMDs and fatigue as part of their clinical
care. However, there is also evidence of the benefits of unsupervised physical activity outside clinical
care settings.[53—56] Therefore, long-term physical activity as a lifestyle change should be
encouraged. There was consensus in the taskforce that the role of health professionals is to engage

in shared decision-making about options and to facilitate access to physical activity interventions.
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3. As part of their clinical care, people with I-RMDs and fatigue should be offered access
to structured and tailored psychoeducational interventions.

There is evidence that psychoeducational interventions can help reduce fatigue in people with I-
RMDs. This evidence is for structured, time-limited interventions. Typically, these go beyond
information provision alone and explore the thoughts, feelings (physical and emotional) and
behaviours of the person with an [-RMD in relation to their fatigue. As with recommendation 2, the
role of health professionals is to engage in shared decision-making with the person with an I-RMD
and fatigue and to facilitate access to psychoeducational interventions. It cannot be assumed that
people with [-RMDs have achieved optimal benefits from participating in a single ‘one-off
psychoeducational intervention or that helpful behaviour changes will be maintained for a certain
length of time. Therefore, access to psychoeducational interventions should be discussed
periodically and should be needs-based and not restricted based on previous offers and/or uptake.
Fatigue-specific and/or other biopsychosocial and contextual factors can change over time, both
within and between people with I-RMDs and fatigue. As such, psychoeducational interventions might

be helpful to people at different points in their I-RMD trajectory.

4. The presence or worsening of fatigue should trigger evaluation of inflammatory
disease activity status and consideration of immunomodulatory treatment initiation or
change, if clinically indicated.

There is evidence that pharmacological interventions that reduce disease activity are also efficacious
in reducing fatigue in people with I-RMDs, especially biologic agents.[35] These interventions are
indicated and licensed to treat high disease activity levels, and recommendation 4 needs to be
understood within the context of regulatory restrictions. A level of fatigue can always be present for
some people with I-RMDs. However, if someone’s fatigue is distressing and impactful or it worsens,
this should trigger an evaluation of their disease activity. This evaluation might be more than
calculating an individual’s disease activity score and include procedures such as Magnetic
Resonance Imaging (MRI) of their sacroiliac joints or spine to assess the presence of
inflammatory/acute lesions or an ultrasound of their joints to check for synovitis. If high levels of
(inflammatory) disease activity are present and are subsequently treated by starting and/or changing
an immunomodulatory drug, fatigue will likely decrease. This includes disease modifying
antirheumatic drugs such as biologics and other drugs such as prednisolone. It is unclear whether
the improvement comes from a direct action of these interventions on fatigue or indirectly through

reduction in inflammation or disease activity.

RESEARCH AGENDA
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The SLRs conducted to inform these recommendations highlighted existing gaps in the literature,
which, together with key discussion points raised during the taskforce meetings, resulted in our

proposed research agenda (Box 1).

DISCUSSION

Existing EULAR recommendations include self-management advice in routine clinical care and the
role of health professionals such as nurses to support self-management skills to increase the sense
of control, self-efficacy and empowerment of people with |-RMDs.[57,58] Patient education
recommendations highlight the importance of an approach tailored to individual needs, including
activity regulation, physical activity and behaviour change.[59] These recommendations can
potentially help people with I-RMDs cope with the impact of symptoms. In this EULAR taskforce, we
developed four OAPs and four recommendations for managing fatigue in people with I-RMDs. The
OAPs are based on theoretical reasons, clinical experience and models of patient-centred
healthcare, while the recommendations incorporate the evidence from two SLRs. The low number

of recommendations reflects the limited evidence available at the time.

Historically, the scientific uncertainty about the pathogenesis of fatigue and the absence of a curative
treatment has led to a reluctance to discuss fatigue in clinical practice. These OAPs and
recommendations are intended to address this. They are premised on understanding fatigue as
multifactorial and the need to communicate this to people with I-RMDs and to help them reflect on
potential underlying drivers. Related to this, is the understanding that fatigue is a long-term challenge
for many people with I-RMDs, so access to support should be reviewed regularly. The taskforce
recognises that some healthcare systems, insurers and providers might challenge ongoing access

to support provision. However, the consensus is to recommend optimal care.

Regular assessment of fatigue severity, impact and coping strategies should be part of usual care
and used to facilitate discussions between people with I-RMDs and health professionals. These
discussions require knowledge, and the taskforce understands that health professionals may need
to acquire skills, for example, how to explore individual fatigue drivers and coping strategies.
Assessment of fatigue raises the issue of measurement.[49] In 2007, the OMERACT group agreed
that fatigue should be measured in RA clinical trials whenever possible,[60] but there are no
recommendations about which instruments to use in research and clinical practice across |-RMDs.
Addressing this complex issue is beyond the scope of this taskforce. However, we have included a

list of which instruments were used (Box 2) in the two SLRs. [35,36]

Assessment of fatigue and identifying people with -RMDs who are being negatively impacted should
lead to shared decision-making about the offer and uptake of management options. Although shared

decision-making has been part of patient-centred models of rheumatology healthcare in recent
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years, it is not easy to undertake. Recent research has suggested the need for education and training
that equips and empowers health professionals to apply shared decision-making, plus the need for
a commitment of time, resources and financial support for national, regional and organisational
initiatives to make it a reality.[61] However, the taskforce agreed that shared decision-making should
be an important feature because there is clinical experience that people actively involved in health
management decisions are more satisfied with their care and more adherent to treatment
recommendations. It has been proposed that health professionals can promote shared decision-
making by communicating respect for the opinions and values of the person with an [-RMD, providing
adequate information on management options, and assisting them in weighing the benefits and risks

of those options, including how they might be incorporated into their daily lives.[62]

The SLR evidence for non-pharmacological interventions for fatigue mainly concerned structured,
time-limited physical activity and psychoeducational interventions. However, the taskforce reflected
that there could be other non-pharmacological interventions for which there is currently insufficient
evidence but which might be helpful at the level of an individual with an I-RMD due to the factors
implicated in their fatigue, e.g., cognitive behavioural therapy for insomnia or weight management
for obesity.[63,64] Structured and time-limited interventions are typically more therapeutically
intensive than the provision of informational materials such as booklets and self-help guides. In a
stepped model of care (whereby the most effective yet least resource-intensive treatment is delivered
to patients first, only ‘stepping up’ to intensive interventions as clinically required), health
professionals can consider including these less therapeutically intensive interventions as part of the

management options that they offer to people with I-RMDs.

The SLR found that pharmacological interventions aimed at reducing disease activity are also
efficacious and safe for managing fatigue in people with I-RMDs, particularly biologics. The evidence
was robust and applicable to many I-RMDs. In virtually all RCTs, fatigue was assessed as a
secondary outcome, with the primary outcome being disease-specific treatment response measures.
These results suggest that control of inflammatory activity, the primary indication for treatment, co-
adjuvants the reduction of fatigue levels. [35] Safety results of pharmacological interventions were
reassuring and in line with known safety profiles and summaries of product characteristics of the
respective drug. It should be noted that although the taskforce intended to review the safety of non-
pharmacological interventions for fatigue, safety outcomes were often underreported, but there was

no indication that they were not safe.
In conclusion, EULAR recommendations have been developed to manage fatigue in people with I-

RMDs. Central to these are regular assessment of fatigue and shared decision-making about the

best management options at that time. Dissemination will focus on promoting these
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recommendations to people with I-RMDs and their networks, health professionals and other

stakeholders involved in the provision of healthcare services, including patient organisations.

15



Box 1. Research agenda

1.

The development of recommendations for instruments to measure fatigue across I-
RMDs. This should include summaries of what individual instruments capture and their
psychometric properties, plus identification of any missing domains. Ultimately, it would
be helpful to standardise fatigue measurement in research and clinical practice (i.e.,
define a gold-standard).

Understanding of the mechanisms of fatigue interventions, including the efficacy of
single modalities or components in non-pharmacological interventions such as sleep
hygiene training, physical activity, pacing, cognitive-behavioural management, or
weight reduction in case of obesity, plus predictors of improvement and long-term
adherence.

Understanding the efficacy and safety of interventions in specific I-RMDs where
evidence is still scarce, for example, systemic sclerosis, idiopathic inflammatory
myopathies, and giant cell arteritis.

Understanding tailoring and implementation of fatigue support in different contexts,
including what works, for whom and under what circumstances. This research should
be pragmatic and wide-ranging and involve investigation of modes of delivery, content
and structure designed to address varying levels of therapeutic intensity, health
literacy, cultural appropriateness and inclusivity.

Related to the point above, there is a need for innovative trial designs that can provide

insight into tailored intervention effects at the individual level as well as the group level.
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Box 2. List of instruments to measure fatigue*
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Functional Assessment of Chronic lliness Therapy (FACIT)

FACIT-F (Functional Assessment of Chronic lliness Therapy Fatigue Subscale)

Fatigue Severity Scale (FSS)

Fatigue Self-Efficacy Scale (FSES)

Multidimensional Assessment of Fatigue (MAF)

Global Fatigue Index (GBI)

Fatigue Impact Scale (FIS)

EULAR Primary Sjogren’s Syndrome Patient-Reported Index (ESSPRI) score-fatigue scale

Multidimensional Fatigue Inventory (MFI)

. MAC Fatigue Scale

. Profile of Mood States (POMS) Fatigue Scale

. VAS-fatigue (VAS-F)

. Vitality scale Short Form 36 (SF-36)

. Fatigue scale of the Checklist Individual Strength (CIS)

. Bristol Rheumatoid Arthritis Fatigue- Multi- Dimensional Questionnaire (BRAF-MDQ)
. Bristol RA Fatigue effect numerical Rating scale (BRAF-NRS)

. Multidimensional Fatigue Inventory (MFI-20)

. PROMIS (Patient-Reported Outcome Measurement Information System) Fatigue Short Form
. 20-item Checklist of Individual Strengths (CI1S-20)

. Rheumatoid Arthritis Impact of Disease questionnaire (RAID-F)

. Bath Ankylosing Spondylitis Disease Activity Index-Fatigue (BASDAI-F)

. Fatigue - Profile of Fatigue questionnaire (ProF)

. Chalder Fatigue Scale (CFS)

. Fatigue - Numerical Rating Scales (NRS)

. Fatigue Assessment Scale (FAS)

. Health Assessment Questionnaire (HAQ) fatigue domain

*This list is based on the instruments used to measure fatigue in the two systematic reviews

undertaken to inform these recommendations.
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Table 1: EULAR overarching principles and recommendations for the management of fatigue in people with inflammatory rheumatic and

musculoskeletal diseases (I-RMDs)

consideration of immunomodulatory treatment initiation or change, if clinically indicated.

LoA
Overarching principles Mean % with
(SD) score 28
1. Health professionals should be aware that fatigue encompasses multiple and mutually interacting biological, psychological | 9.9 (0.3) | 100
and social factors.
2. In people with I-RMDs, fatigue should be monitored, and management options should be offered as part of their clinical 9.6 (1.0) | 96
care.
3. Management of fatigue should be a shared decision between the person with an I-RMD and health and well-being 9.7 (0.7) | 100
professionals.
4. Management of fatigue should be based on the needs and preferences of people with I-RMDs, as well as their clinical 9.9(0.3) | 100
disease activity, comorbidities and other individual psychosocial and/or contextual factors.
Recommendations LoE | GoR | Mean Yo with
(SD) score 28
1. Health professionals should incorporate regular assessment of fatigue severity, impact and coping 5 D 9.5(1.3) | 91
strategies into clinical consultations.
2. As part of their clinical care, people with I-RMDs and fatigue should be offered access to tailored physical 1a A 9.6 (1.0) | 96
activity interventions and encouraged to engage in long-term physical activity.
3. As part of their clinical care, people with I-RMDs and fatigue should be offered access to structured and 1a A 9.5(1.2) | 96
tailored psychoeducational interventions.
4. The presence or worsening of fatigue should trigger evaluation of inflammatory disease activity status and 1a A 94 (1.2) | 82
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EULAR, European Alliance of Associations of Rheumatology; LoA, Level of Agreement; LoE, Level of Evidence (1 to 5; 1=high quality RCT, and

5=expert opinion), GoR, Grade of Recommendation (A to D; A=consistent level 1 studies, and D=level 5 evidence); SD, standard deviation.
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