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RHEUMATOLOGY CLINIC PEER REVIEWED
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Although much is still unknown about fibromyalgia,
its appropriate diagnosis and multimodal
treatment strategies offer some hope for patients
in developing good self-management of their
symptoms and preserving function.

ibromyalgia is a disorder that acquired its current name

50 years ago, although it has existed for centuries with

different labels.! It is the second most common rheuma-
tological condition (behind osteoarthritis) with a prevalence of
between 2% and 8% and can occur at any age and in diverse
ethnic groups.?? Despite this, it has remained a topic of contro-
versy with contested views on its clinical diagnosis, patho-
physiology and treatment methods.*

Setting these contentions aside, the burden of fibromyalgia
is profound and far-reaching. For the individual, fibromyalgia is
associated with worse functioning, greater disability and loss of
healthy years of life compared with nonaffected controls.” The
financial costs of fibromyalgia are also considerable, derived
from loss of workforce and healthcare utilisation.®
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Although our understanding of fibromyalgia continues to
grow, its management can be challenging, particularly in patients
who have symptoms on the more severe end of the spectrum of
this disorder. As with other chronic conditions, such as diabetes
mellitus, the GP has a central role in the longitudinal manage-
ment of fibromyalgia. Key elements of this in primary care
include early diagnosis, development of along-term therapeutic
relationship, a collaborative approach to lifestyle modification
and goal setting, and co-ordination of a network of multimodal
healthcare providers.

Pathophysiology
The pathophysiological underpinnings of fibromyalgia are complex
and a matter of ongoing investigation. It is considered to be a
centralised pain syndrome characterised by heightened sensitivity
of central nervous system (CNS) mechanisms for processing
sensory inputs, resulting in an experience of pain in settings that
might otherwise be considered innocuous. It is theorised that this
may represent an abnormally prolonged activation of a global
stress response that in physiological circumstances is meant to
protect against threats to homeostasis.” Both functional MRT and
cerebrospinal fluid studies (for example, demonstrating raised
levels of substance P and glutamate) have shown quantifiable
organic changes suggestive of neuroinflammation of the CNS in
patients with fibromyalgia.5°

The pain experience in fibromyalgia does not end with
maladaptive central sensitivity. Alterations in posture and gait,
as well as fear avoidant behaviours and deconditioning as a result
of pain, predispose patients with fibromyalgia to secondary
musculoskeletal injury such as bursitis and tendinopathies that,
in turn, can contribute to a more severe pain experience."

Clinical manifestations

The clinical culmination of these pathological pathways is
widespread nociplastic pain, referring to pain experienced in the
absence of ongoing tissue or nerve damage. This can be diffuse,
concentrated in specific locations or migratory and is often
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characterised by both hyperalgesia (a
heightened sense of pain in response to a
nociceptive stimulus) and allodynia (the
sensation of pain from non-nociceptive
sensory inputs).? Although fibromyalgia
pain is typically musculoskeletal, it can
overlap with other painful conditions such
as chronic headache, abdominal pain or
pelvic pain.'? Sometimes these precede the
diagnosis of fibromyalgia or they may
develop as a particular feature during the
course of the condition.”

Fatigue is also a prominent feature
of fibromyalgia and can have physical,
emotional and social manifestations.*
Although fibromyalgia and chronic fatigue
syndrome share many characteristics, they
are overall thought to be separate condi-
tions mechanistically and in clinical pres-
entation, with the latter involving fatigue
(especially postexertional fatigue) as the
central factor limiting function.””

Sleep disturbance affects more that
90% of patients with fibromyalgia and
involves more than just insomnia, also
manifesting as frequently interrupted or
nonrefreshing sleep, or both, even with
normal or prolonged duration.'s

A common and bothersome manifes-
tation of fibromyalgia is cognitive change,
often referred to as ‘fibro-fog’. Although
this can take many forms, it typically
involves impaired concentration and
attention as well as poor memory.” Other
neurological manifestations can include
sympathetic hyperactivity, resulting in
tremor, tachycardia and flushing, as well as
heightened sensitivity to bright lights, loud
sounds or noxious smells.'*"” Mood distur-
bance and depressive symptoms occur often
in patients with fibromyalgia and a concur-
rent diagnosis of major depressive disorder
may be made.” The culmination of these
neuropsychiatric symptoms can be distress-
ing and may have a profound impact on
everyday functioning.

Diagnosis

With such nonspecific clinical manifes-
tations, the diagnosis of fibromyalgia can
initially appear difficult to make. In most
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cases, however, clarifying the diagnosis is
associated with lessening of symptoms,
improved health satisfaction and a
decrease in healthcare costs from excess
medical appointments, overinvestigation
and unnecessary medications.?"** With
this in mind, it is unfortunate that the
time to diagnosis for patients with fibro-
myalgia is often several years and is longer
in those who are younger and have other
potentially obscuring comorbidities such
as migraine.”

A common and bothersome
manifestation of fibromyalgia is
cognitive change, often referred to
as ‘fibro-fog’. Although this can take
many forms, it typically involves
impaired concentration and attention
as well as poor memory

The elicitation of ‘tender points’, which
formed the basis of the 1990 American
College of Rheumatology (ACR) classifi-
cation criteria for fibromyalgia, is no
longer part of the formal diagnostic
criteria. Instead, the 2011 ACR Fibro-
myalgia Survey Questionnaire uses a
patient-reported questionnaire to assess
the presence of widespread pain as well
as the severity of common fibromyalgia
symptoms and any associated conditions.
The latest iteration of this is the 2016
revision that integrates both patient- and
physician-based criteria and delineates
fibromyalgia from other regional pain
disorders (Table 1).%

Importantly, the diagnosis of fibromy-
algia is considered valid irrespective of
other diagnoses, and is therefore no longer
a ‘diagnosis of exclusion’. Although it often
coexists with other chronic conditions,
its symptoms should be identified and
managed on their own merits. Blood tests
or imaging studies are not needed for the
diagnosis of fibromyalgia and unless clin-
ically indicated for the investigation of
other conditions, these may be unneces-
sary and better avoided.
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Prognosis

Few studies have involved long-term
follow up of patients with fibromyalgia.
However, it may be of some reassurance
that even though fibromyalgia is often a
chronic condition that may not self-
resolve, it is not one of inexorable decline.
Symptoms fluctuate around a relatively
stable baseline and with time may even
show some improvement.?*

Management

Patient education

Patient education and engagement in
self-managing fibromyalgia have a fun-
damental role in management, with
particular importance placed on high-
lighting the concept of central sensitisa-
tion rather than peripheral nociception
as the target of many treatment modali-
ties.?”” Each patient should be assessed
initially to identify a baseline, measured
by their ability to perform activities of
daily living, allowing a longitudinal
approach to monitoring outcomes and
identifying exacerbating stressors.

There is a spectrum of symptom sever-
ity in fibromyalgia and patients on the
milder end of this may experience suffi-
cient benefit from simple interventions.
Patients with more severe fibromyalgia,
however, are likely to have persisting
symptoms with episodic exacerbations.
They are more likely to need ongoing
multimodal management strategies.

All current guidelines emphasise
improved quality of life, functional
ability and symptom reduction as goals
of care for patients with fibromyalgia.
It is important to frame individual
expectations and realistic outcomes
within this context (for example, aiming
for 30% reduction rather than complete
resolution of pain).” Online pain neuro-
science education has been shown to be
effective in improving patients’ knowl-
edge of their condition, health outcomes
and anxiety symptoms.” One such
reliable e-resource often used and readily
accessible for patients is The University
of Michigan Chronic Pain and Fatigue



TABLE 1. THE 2016 REVISION OF THE MODIFIED ACR 2011 DIAGNOSTIC CRITERIA FOR FIBROMYALGIA%*

Widespread pain index (WPI, 0-19)

1. Have you had pain or tenderness over the past

seven days in these areas?

Symptom severity score (SSS, 0-12)

symptoms over the past seven days:

2. For each symptom listed below, use the following scale to indicate the severity of the

2 (moderate problem — often present and/or at a moderate level)

0 1 2 3

No (0) Yes (1)

Right Left 0 (no problem)
Jaw 1 (slight or mild problem — generally mild or intermittent)
Chest
Abdomen 3 (severe problem — continuous, life disturbing)
Neck
Upper back Fatigue
Lower back Trouble thinking or remembering
Shoulder Waking up tired (unrefreshed)
Upper arm
Lower arm 3. During the past six months have you had any of the following?
Hip/buttock
Upper leg Pain/cramps in the lower abdomen
Lower leg Depression
Headache
TOTAL (/19):
TOTAL (/12):

A patient has fibromyalgia if the following are satisfied:

¢ generalised pain (defined as pain in at least four of five regions demarcated by a double line in the table above — four quadrants
plus one axial, not including the jaw, chest or abdomen)

* WPI =7 and SSS =5 OR WPI 4-6 and SSS =9

¢ symptoms have been generally present for three months or more

¢ a diagnosis of fibromyalgia is valid irrespective of other diagnoses. A diagnosis of fioromyalgia does not exclude the presence of

other clinically important illnesses.

Abbreviation: ACR = American College of Rheumatology.

Research Center Fibroguide (https://
fibroguide.med.umich.edu).

Nonpharmacological management

Nonpharmacological interventions form
the backbone of fibromyalgia manage-
ment, involving regular graded exercise,
mindfulness techniques, cognitive behav-
ioural therapy (CBT) and good sleep
hygiene. Both aerobic exercise and resist-
ance training have been associated with
improvements in pain and function.
Movement and flexibility practices such
as tai chi, yoga and Pilates may also be

helpful and often integrate relaxational
and meditative practices with additional
psychological benefits.*® Overall, encour-
aging graded exposure to regular exercise
by developing an individualised and sus-
tainable regimen is a practical approach
that can be empowering for patients. It is
important, however, that patients are
aware of the risk of overexertion in a single
exercise episode; consistency rather than
intensity is the goal. Mindfulness-based
stress reduction has been shown to
improve symptom severity and coping
mechanisms.”
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CBT is useful to support patients to
better understand, identify and adjust psy-
chological and behavioural patterns that
can be counterproductive.”” The develop-
ment of sustainable coping skills such as
distraction, relaxation and visual imagery
from CBT with psychologist guidance sig-
nificantly reduces pain catastrophising in
patients with fibromyalgia.*

Optimisation of quality of sleep is
important in managing fibromyalgia, with
reinforcement of regular sleep schedules
and good sleep hygiene, such as minimising
screen time before bed, which may be aided
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TABLE 2. EXAMPLES OF PHARMACOTHERAPY FOR FIBROMYALGIA*

Medication Initiating dose Titration Maximum recommended
dose
Amitriptyline 10-25mg every | Increase daily dose as tolerated 50mg daily
(TCA) evening’ by 25mg every two to four weeks
Dosulepin (TCA) 25mg every Increase daily dose as tolerated 75mg daily
evening by 25mg every two to four weeks
Duloxetine 30mg every Increase after one month to 60mg twice daily
(SNRI) morning 60mg daily and in further 30mg
increments every month as
tolerated
Pregabalin 25-75mg every | Increase after three to 450 mg total daily dose
(gabapentinoid) night seven days to 150 mg daily (typically divided into
(can be in divided doses) two doses)
Increase as tolerated by
75-150mg every week
Low-dose naltrexone | 1-3mg daily Stepwise increase to a maximum | 4.5mg daily

(opioid-receptor
antagonist)

of 4.5mg over four to six weeks

Examples of possible side
effects

Sedation, dry mouth, blurred
vision, constipation,
orthostatic hypotension,

QT prolongation

Nausea, dry mouth,
constipation, insomnia,
orthostatic hypotension,
SIADH

Dizziness, drowsiness,
confusion, altered mood,
cognitive impairment, weight
gain, sweating, flushing

Nausea, headache, dizziness
Can negate the effects

of opioids that are used
concurrently

Abbreviations: SIADH = syndrome of inappropriate secretion of antidiuretic hormone; SNRI = serotonin and noradrenaline reuptake inhibitor; TCA = tricyclic antidepressant.
*These medications are not TGA approved for the indication of fibromyalgia.
T Use in the early evening to avoid morning tiredness due to amitriptyline’s long half-life.

by the regular exercise and meditative
practices mentioned above. An Australian
e-resource with patient-friendly informa-
tion on sleep hygiene in general can be
found at www.sleephealthfoundation.
org.au/fact-sheets.html under the title
‘Good Sleep Habits’.

Pharmacological management
Pharmacotherapy in fibromyalgia tends
to provide only modest benefit and should
mainly be used to supplement, enhance
and enable nonpharmacological interven-
tions. Ideally, it should be a short-term
intervention designed to reduce the
impact of somatic symptoms, enabling
greater focus on self-management and
function. Table 2 summarises commonly
used medications for fibromyalgia,
although none of these are TGA approved
for this indication.

Tricyclic antidepressants (TCAs) such
as amitriptyline and dosulepin, used in
low doses, are often tried as first-line
pharmacotherapy in fibromyalgia and
have some evidence for effectiveness in

terms of pain reduction compared
with placebo.” In practice, the reduction
in pain is often small but additional
sleep benefits and relative lack of major
adverse effects at low doses make TCAs
an attractive first-line option for many
patients.

Duloxetine, a serotonin and noradren-
aline reuptake inhibitor (SNRI), has been
shown to reduce pain compared with
placebo, with about eight patients needing
to be treated (number needed to treat;
NNT) for one to experience benefit of at
least 50% pain reduction.** However,
SNRIs can be associated with adverse
effects including nausea, sleep distur-
bance, weight gain and orthostatic
hypotension with a number needed to
harm (NNH) of 14.°

Pure serotonin reuptake inhibitors
(SSRIs) have not shown efficacy for fibro-
myalgia pain, although they may be used
for comorbid depression.*

Studies assessing the use of pregabalin
have shown the NNT is 12 for moderate
pain benefit in one patient, with associated
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improvements in quality of life and func-
tion.” However, adverse effects including
drowsiness, dizziness and weight gain
occur in up to 70% of patients taking
pregabalin. CNS side effects including
mood change and sedation can also occur
(NNH of 7.4).” To mitigate the latter and
avoid interference with daytime function,
most of the dose (approximately two-
thirds) should be taken in the evening. Use
of pregabalin should be slowly and care-
fully titrated, aiming to achieve and main-
tain the lowest effective dose. There is also
growing concern about the abuse potential
of pregabalin, with overuse, dependence
and diversion being recognised as possible
risks of prescription.®

Low-dose naltrexone may also reduce
pain in fibromyalgia, potentially through
anti-inflammatory pathways targeting
neuroinflammation of the CNS separate
to its mechanism of opioid-receptor
antagonism. It is generally well tolerated
but can negate the effects of concurrently
used opioids. At the doses used for
fibromyalgia (0.5mg to 4.5mg, which is
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PRACTICE POINTS ON FIBROMYALGIA

Fibromyalgia is common and imparts
significant costs to the individual as
well as society.

¢ |t is characterised by widespread pain
but is also associated with fatigue
and disturbances of sleep, mood and
neurocognitive function.

* Diagnosis can be difficult but, when
performed appropriately, is beneficial
for patients.

Treatment is primarily based on
multimodal nonpharmacological
measures, although pharmacological
interventions may also be needed.

* Medications have a supplementary
role and may be beneficial for pain as
well as sleep and mood.

significantly lower than those used in
alcohol dependence), it needs pharmacy
compounding.®

Commencement of any of these agents
should involve gradual and monitored
titration (Table 2), aiming for a dose that
is efficacious and well tolerated. This may
be less than the maximum recommended
dose. There is currently no rigorous evi-
dence to support the use of combination
pharmacotherapy for fibromyalgia and
consideration of this usually needs spe-
cialist guidance.’

Nonsteroidal anti-inflammatory drugs
and opioids

Although nonsteroidal anti-inflammatory
drugs (NSAIDs) are often used by patients
due to ease of access, current evidence does
not support their effectiveness for the
symptoms of fibromyalgia. In light of this
and with a risk of adverse effects (including
gastrointestinal bleeding, increased
cardiovascular risk and nephrotoxicity),
NSAIDs are not typically recommended
as long-term options for fibromyalgia.*!
However, they may have a short-term role
when combined with physical therapies
for the management of concurrent inflam-
matory pain syndromes (for example,
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tendonitis or bursitis) that can exacerbate
fibromyalgia symptoms.

Similarly, there has been no evidence
from clinical trials to support the use of
opioids in fibromyalgia. Longitudinal
analyses have instead shown that patients
with fibromyalgia who were not taking
opioids had greater improvement in pain
severity scores, function and depression
severity than those using opioids.** In
addition to the recognised risks associated
with opioids, use in this patient group
may actually have a negative effect on
fibromyalgia symptoms, correlating
with significantly lower self-efficacy
ratings and higher pain catastrophising
scores. This may be due to opioid-induced
hyperalgaesia, which mechanistically
may reflect worsening of central
neuroinflammation.*

Cannabinoids

Cannabis has generated much interest
lately in the treatment of a wide variety of
medical conditions including chronic pain
and fibromyalgia. It is often tried by
patients for their fibromyalgia symptoms,
especially in places where marijuana use
has been legalised.** Although there are
observational data alluding to a possible
role for cannabis,* data from randomised
controlled trials (although scant) suggest
that effects on pain and other symptoms
are minimal and adverse effects common.
Pending further data from high-quality
randomised controlled trials, use of can-
nabinoids should not be encouraged in
people with fibromyalgia.*®

Complementary and alternative
treatments

In common with other chronic diseases
with limited effective treatment options,
abroad spectrum of complementary and
alternative therapies have been promoted
to people living with fibromyalgia,
including physical and psychological
treatments and dietary and herbal sup-
plements.*” There is marked variation in
definition and classification of these; a
discussion of each is beyond the scope of
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this review. However, it is salient to
acknowledge that their use is highly
prevalent, with one longitudinal study
over 14 years suggesting that almost
all patients (98.1%) had used some form
of complementary therapy for their
fibromyalgia symptoms.*® Therefore, an
important component of a thorough
fibromyalgia history is to ask patients
about their use of these treatments.

Conclusion
Fibromyalgia remains a condition that
is poorly understood in its pathophysi-
ology, although its profound impact on
patients, society and the healthcare
system is undeniable. Its heterogeneity
invites a nuanced engagement with
individualised patient care and the
recognition that, unfortunately, treat-
ment options are still limited and a single
intervention or drug alone is unlikely to
be completely effective. With the ability
to form long-term therapeutic relation-
ships with patients and access to allied
health resources, GPs can have a major
role in the longitudinal management of
fibromyalgia. Practice points on fibro-
myalgia are listed in the Box.
Ultimately, fibromyalgia is a disorder
where each small move towards under-
standing the diagnosis, coping with pain
and improving function represents one
step on the long journey towards resilience
and autonomy. The therapeutic goal is to
guide patients along the way until they
are empowered to independently traverse
the sometimes treacherous terrain of
fibromyalgia with the tools and experience
they have acquired. M
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