Common Questions About the Diagnosis
and Management of Fibromyalgia
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Fibromyalgia has a distinct pathophysiology involving central amplification of peripheral sensory signals. Core symp-
toms are chronic widespread pain, fatigue, and sleep disturbance. Most patients with fibromyalgia have muscle pain
and tenderness, forgetfulness or problems concentrating, and significant functional limitations. Fibromyalgia is diag-
nosed using an updated set of clinical criteria that no longer depend on tender point examination; laboratory test-
ing may rule out other disorders that commonly present with fatigue, such as anemia and thyroid disease. Patients
with fibromyalgia should be evaluated for comorbid functional pain syndromes and mood disorders. Management
of fibromyalgia should include patient education, symptom relief, and regular aerobic physical activity. Serotonin-
norepinephrine reuptake inhibitors, tricyclic antidepressants, antiepileptics, and muscle relaxants have the strongest
evidence of benefit for improving pain, fatigue, sleep symptoms, and quality of life. Multiple complementary and alter-
native medicine therapies have been used but have limited evidence of effectiveness. Opioids should be used to relieve
pain in carefully selected patients only if alternative therapies are ineffective. (Am Fam Physician. 2015;91(7):472-478.
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atients who present with chronic

pain, mood symptoms, and fatigue

canrepresent a diagnostic challenge

for the primary care physician.
Many of these patients meet the criteria for
fibromyalgia, a condition that can generate
uncertainty and potential frustration in pri-
mary care management. Recent studies have
improved our understanding of the patho-
physiology, clinical diagnosis, and effective
management of this condition, making it a
disorder that can be appropriately managed
by the primary care physician.

How Is Fibromyalgia Diagnosed?
Fibromyalgia should be suspected in patients
with a combination of widespread chronic
pain, fatigue, and sleep disturbance. There is
no preferred method to diagnose fibromyalgia,
and different methods identify slightly dif-
ferent (overlapping) populations of patients.
“Tender point” diagnostic criteria were devel-
oped for use in clinical trials, and newer cri-
teria will detect additional patients who have
fibromyalgia but do not meet tender point
criteria. Laboratory testing may be helpful to
rule out other disorders that commonly pres-
ent with fatigue, such as anemia and thyroid
disease. However, extensive testing is usually
not necessary.

EVIDENCE SUMMARY

Patients with fibromyalgia represent a hetero-
geneous population, with variable presence
and severity of symptoms, and variable func-
tional impairment and impact on quality of
life. The core symptoms include widespread
pain (right and left sides of the body, above
and below the waist, and in the axial skeleton)
of atleast three months’ duration, fatigue, and
sleep disturbance. Tenderness of muscles and
tendon insertion sites, joint stiffness, mood
disturbance, and cognitive symptoms (e.g.,
forgetfulness, problems concentrating) are
typical symptoms, and patients often report
limitations in physical functioning.!

The 1990 American College of Rheuma-
tology diagnostic criteria for fibromyalgia
emphasized pain on digital palpation of at
least 11 of 18 designated tender point sites
(Figure I1*), as well as widespread chronic
pain.” Examiners should apply just enough
pressure to cause the nail bed to blanch.
These criteria have a sensitivity of 88% and
a specificity of 81%,' compared with patients
who have an existing diagnosis of fibromy-
algia using the investigator’s usual method
of diagnosis.* Tender point criteria miss a
subpopulation of patients with fibromyalgia,
including those who do not meet the criteria
at the time they are examined.
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A comparison of diagnosis based on the
tender point criteria, a symptom survey, and
an overall assessment by an experienced cli-
nician found that all three methods identify
patients who are thought to have fibromyal-
gia.’ For example, among 120 patients who
would be diagnosed by at least one method,
84% would be diagnosed by clinician assess-
ment, 69% by survey diagnostic criteria, and
50% by tender point criteria; only 33% would
be diagnosed by all three methods.

The American College of Rheumatology
updated its criteria in 2010 to focus on symp-
toms rather than tender points (Figure 2).°
The 2010 criteria will likely identify more
male patients with fibromyalgia, because
females are more likely to have tenderness
on palpation.

Laboratory testing is not necessary to
diagnose fibromyalgia. However, testing
patients with chronic fatigue for anemia,
electrolyte disturbances, and thyroid disease
is recommended. In the absence of sugges-
tive symptoms, diagnoses such as systemic
lupus erythematosus, rheumatoid arthri-
tis, or other connective tissue disorders are
unlikely. Erythrocyte sedimentation rate,
C-reactive protein level, and rheumatoid fac-
tor testing have poor specificity and should
be ordered only if connective tissue disorders
are suspected.

Fibromyalgia should be strongly suspected
based on clinical findings. Formal symptom
surveys or tender point examination can be
performed to support the diagnosis, but not
to exclude it. Regardless of the method used,
establishing the diagnosis will help validate
the patient’s experience of symptoms and
lead to more efficient implementation of a
treatment plan.

Which Conditions Are Associated with
Fibromyalgia?

Fibromyalgia is caused by central amplifi-
cation of peripheral sensory signals, so that
normal sensations are perceived as painful.
Because this pathophysiology is shared with
other chronic functional pain syndromes, it

Evidence

Clinical recommendation rating References

A combination of the 2010 diagnostic criteria from C
the American College of Rheumatology, symptom
scores, and presence of chronic widespread pain
with fatigue and sleep symptoms should be used
to diagnose fibromyalgia.

Patients with fibromyalgia should be evaluated for C
comorbid functional pain syndromes and mood
disorders.

1,4,5

Aerobic exercise (20 to 30 minutes two or three A 17,18
days per week) improves pain symptoms and

fatigue in patients with fibromyalgia.
Tricyclic antidepressants, serotonin-norepinephrine A
reuptake inhibitors, and cyclobenzaprine
(Flexeril) have the strongest evidence of benefit
for improvements in pain, sleep, and quality
of life in patients with fibromyalgia. Tricyclic
antidepressants and serotonin-norepinephrine
reuptake inhibitors improve symptoms of fatigue.
Antiepileptics may provide benefits for pain, sleep, C 24
and quality of life in patients with fibromyalgia.

22,23,25

A = consistent, good-quality patient-oriented evidence, B = inconsistent or limited-
quality patient-oriented evidence; C = consensus, disease-oriented evidence, usual
practice, expert opinion, or case series. For information about the SORT evidence
rating system, go to http.//www.aafp.org/afpsort.

Tender Points for the Diagnosis of Fibromyalgia
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muscle insertions
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ILLUSTRATION BY DAVE KLEMM

; ; ; Figure 1. The American College of Rheumatology 1990 Criteria recom-
is appropriate to evaluate patients for these mended anatomictender point locations for diagnosis of fibromyalgia.
conditions. Patients with fibromyalgia should

. Reprinted with permission from Chakrabarty S, Zoorob R. Fibromyalgia. Am Fam Physician.
be evaluated and treated for mood disorders

2007;76(2):249.
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American College of Rheumatology 2010 Diagnostic Criteria for Fibromyalgia

The following three conditions must be met:

1. Widespread pain index > 7 and symptom severity score > 5, or widespread pain index = 3 to 6 and symptom severity score > 9

2. Symptoms have been present at a similar level for at least three months

3. The patient does not have a disorder that would otherwise explain the pain

Widespread pain index. Note the areas in which the patient has had pain over the past week. Score will be between 0 and 19.

Shoulder girdle, left
Shoulder girdle, right
Upper arm, left
Upper arm, right

Symptom severity score (part 1). Indicate the level of symptom severity over the past week using the following scale.

Lower arm, left Hip (buttock, trochanter), left
Hip (buttock, trochanter), right
Upper leg, left

Upper leg, right

Lower arm, right
Upper back
Lower back

Add the numbers to get a total score (0 to 9).

Fatigue
0 =no problem

1 = slight or mild problems; generally mild or

intermittent

2 = moderate; considerable problems; often
present or at a moderate level

3 = severe; pervasive, continuous, life-

disturbing problems

Symptom severity score (part 2). Indicate which of the following symptoms the patient experienced over the past week. Add the
score for part 2 (0 to 3, see below) to the score for part 1 to determine the total symptom severity score.

Bladder spasms
Blurred vision
Chest pain
Constipation
Depression
Diarrhea
Dizziness

Dry eyes

Dry mouth

Number of symptoms
0

1to 10

11 to 24

25 or more

Waking unrefreshed
0 =no problem

intermittent
present or at a moderate level

disturbing problems

Easy bruising Insomnia

Fatigue Irritable bowel syndrome
Fever Itching
Frequent urination Loss of appetite
Hair loss Loss of or change in taste
Headache Muscle pain

Hearing problems Muscle weakness

Heartburn Nausea
Hives Nervousness
Score

0

1

2

3

1 = slight or mild problems; generally mild or
2 = moderate; considerable problems; often

3 = severe; pervasive, continuous, life-

Lower leg, left Chest
Lower leg, right Abdomen
Jaw, left Neck
Jaw, right Total:

Cognitive symptoms
0 =no problem

1 = slight or mild problems; generally
mild or intermittent

2 = moderate; considerable problems; often
present or at a moderate level

3 = severe; pervasive, continuous, life-
disturbing problems

Total:

Numbness or tingling
Oral ulcers
Pain in upper abdomen

Pain or cramps in
abdomen

Painful urination

Rash

Raynaud phenomenon
Ringing in ears

Seizures
Shortness of breath
Sun sensitivity

Thinking or memory
problem

Vomiting
Wheezing

Total:

Total:

Figure 2. Diagnostic criteria for fibromyalgia from the American College of Rheumatology.

Adapted with permission from Wolfe F, Clauw DJ, Fitzcharles MA, et al. The American College of Rheumatology preliminary diagnostic criteria for fibromy-
algia and measurement of symptom severity. Arthritis Care Res (Hoboken). 2010,62(5):607.
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and sleep disturbance. Posttraumatic stress
disorder (PTSD), traumatic experiences, and
chronic widespread pain coexist in many
patients with fibromyalgia, although there is
no clear causal or temporal relationship.

EVIDENCE SUMMARY

The underlying pathophysiology of fibro-
myalgia—heightened central sensitivity to
peripheral sensations®—is shared by other
functional pain syndromes,! and these
conditions are more common in patients
with fibromyalgia. Approximately 30% of
patients with irritable bowel syndrome have
fibromyalgia, and 30% to 70% of patients

www.aafp.org/afp

with fibromyalgia have irritable bowel syn-
drome.” Other functional pain disorders that
are more common in patients with fibromy-
algia include vulvodynia, interstitial cystitis,
temporomandibular joint pain, chronic back
pain, endometriosis, and noncardiac chest
pain.®™"

Mood disturbance is a feature of many
rheumatologic conditions. The association
between pain and mood is complex and
bidirectional.’? Depression and chronic pain
seem to share many different underlying
physiologic triggers.

The relationship between fibromyalgia and
PTSD is complex. Up to 45% of patients with

Volume 91, Number 7 * April 1, 2015



fibromyalgia meet criteria for PTSD, com-
pared with 3% of population-based control
subjects.”” Traumatic experiences and PTSD
symptoms may precede or follow the onset of
chronic widespread pain. PTSD is a risk factor
for fibromyalgia, and vice versa; these condi-
tions likely share antecedent traumatic expe-
riences. A history of sexual abuse is associated
with chronic nonspecific pain, and a history
of rape is associated with fibromyalgia."*

How Do Patient Education and
Counseling Affect Symptoms and
Outcomes?

Establishing and explaining the diagnosis
of fibromyalgia appear to improve patients’
well-being and functionality, as well as reduce
symptoms and costs of care.

EVIDENCE SUMMARY

Patients with fibromyalgia have often had
disabling pain and fatigue for months or
years, sought treatment from many physi-
cians, had multiple diagnostic tests or inef-
fective treatments, and been told that there
is nothing wrong. Establishing the diagnosis
and educating patients about their illness are
essential parts of fibromyalgia management.'
Once the diagnosis has been made, patients
report improved satisfaction with health,
fewer long-term symptoms, and reduced
health care utilization and costs.”” Patient
education, empiric treatment, and labora-
tory testing for other conditions that cause
fatigue can proceed concurrently.

Patient education and counseling inde-
pendently improve fibromyalgia symptoms
and patient well-being, and they should be
part of an active fibromyalgia management
approach.'® Figure 3 outlines a comprehensive
management strategy for fibromyalgia."'¢

Does Exercise Benefit Patients with
Fibromyalgia?

Pain and functionality are improved with reg-
ular exercise of moderate intensity in patients
with fibromyalgia. Patients should be counseled
about the effectiveness of exercise and given
specific instructions for exercise type, frequency
(at least two or three days per week), and dura-
tion (20 to 30 minutes at a time). Although
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Management of Fibromyalgia

Patient education and involvement:

Provide information about diagnosis,
pathophysiology, treatment, and prognosis

Direct patient to credible information sources

Y

Include family and significant others as appropriate
Discuss expectations for treatment

Prioritize symptoms with patient

Consider using symptom diaries

Pharmacotherapy to reduce pain and other
symptoms:
Target medication selection to prioritized symptoms

Y

Start with low dosage and slowly titrate

Emphasize use of antidepressants and muscle
relaxants

Treat comorbid conditions:
Peripheral pain conditions
Mood disorders

Y

Sleep disorders

Associated pain conditions (e.g., irritable bowel
syndrome, interstitial cystitis, chronic headache)

Confirm
f|promy§|g|a Incorporate nonpharmacologic therapies:
diagnosis ; o

Write as “prescriptions”

Sleep hygiene

Physical activity
Self-management support
Cognitive behavior therapy

\ 4

Ongoing assessment:

Assess progress toward treatment goals
Reinforce and encourage physical activity
Continue educational efforts

Y

Assess patient’s use of self-management techniques
and barriers to adherence

Assess medication effectiveness and adverse effects
Assess for common comorbidities

Use additional resources:

Identify specialists or ancillary health care
professionals who can assist in the care of patients
with fibromyalgia

Y

Identify community resources the patient can utilize
for self-management

Figure 3. An integrated approach for fibromyalgia management.

Adapted with permission from Arnold LM, Clauw DJ, Dunegan LJ, Turk DC, FibroCollabora-
tive. A framework for fibromyalgia management for primary care providers. Mayo Clin Proc.
2012;87(5):491, with additional information from reference 1.

www.aafp.org/afp American Family Physician 475



Fibromyalgia

476 American Family Physician

aerobic exercise has the strongest evidence of
effectiveness, stretching or flexibility exercises,
strengthening exercises, yoga, and tai chi seem
to improve symptoms as well. Patient inter-
est and ability to continue the activity should
guide the type of exercise. Frequent supportive
reinforcement may be necessary to maximize
adherence to exercise regimens.

EVIDENCE SUMMARY

Regular physical activity is an important
part of fibromyalgia management. An exer-
cise prescription specifying the type, fre-
quency, and duration of activity may help
ensure patient understanding and adher-
ence. Aerobic exercise (moderate intensity,
for 20 to 30 minutes two or three days per
week) has the most consistent evidence for
improvement in pain and mood symptoms,
and in overall functional status.””*® Other
types of exercise, such as stretching or flex-
ibility exercises, strengthening exercises,'**
yoga, and tai chi,? have limited evidence but
seem to improve symptoms.

Which Pharmacologic Treatments Are
Most Effective?

Duloxetine (Cymbalta), milnacipran, and pre-
gabalin (Lyrica) are approved by the U.S. Food
and Drug Administration for treatment of fibro-
myalgia. These drugs are effective for treating
multiple symptoms. Serotonin-norepinephrine
reuptake inhibitors are generally the most effec-
tive antidepressants, although tricyclic antide-
pressants are more effective for treating fatigue.
Cyclobenzaprine (Flexeril) improves pain
and sleep quality. Opioids, nonsteroidal anti-
inflammatory drugs, and other analgesics are
often used in patients with fibromyalgia, but
they have limited effectiveness and are associ-
ated with serious adverse effects.

EVIDENCE SUMMARY

All studies and systematic reviews of drug
treatments for fibromyalgia are hampered by
small sample sizes and short study durations
(typically not longer than a few months),
which makes it difficult to compare long-term
benefits. Antidepressants or antiepileptics are
reasonable options for initial treatment, with
subsequent assessment of patient response.

www.aafp.org/afp

A dosage adjustment, medication change,
or addition of an adjunct medication may
be effective in patients with partial or no
response to antidepressants or antiepileptics.

Antidepressants. Tricyclic antidepressants
reduce pain, fatigue, and sleep disturbances;
selective  serotonin reuptake inhibitors
have slight benefit for reducing pain; and
serotonin-norepinephrine reuptake inhibi-
tors have some benefit for reducing pain, sleep
disturbances, and depressed mood.* The
average benefit of amitriptyline, duloxetine,
and milnacipran is small, and rates of adverse
effects are similar.”? Amitriptyline is superior
to duloxetine and milnacipran in reduction
of pain, sleep disturbances, fatigue, and limi-
tations of health-related quality of life. The
approximate number needed to treat for a
30% pain reduction is four for amitriptyline,
nine for duloxetine, and 11 for milnacipran.”

Antiepileptics. Pregabalin and gabapentin
(Neurontin) may be useful adjunct treat-
ments to reduce pain in some patients with
fibromyalgia. However, their use is often lim-
ited by cognitive or other adverse effects.*

Muscle Relaxants. Muscle relaxants can be
useful when combined with antidepressants
or antiepileptics. Cyclobenzaprine improves
fibromyalgia-associated pain and sleep qual-
ity, but not fatigue.?

Opioids. The use of opioids in patients
with fibromyalgia is challenging and con-
troversial.*® One meta-analysis of opioids for
treatment of chronic noncancer pain found
that tramadol (Ultram) and other opioids
had some benefit for fibromyalgia pain and
functionality scores.” However, other sys-
tematic reviews have found no benefit and
an increased rate of adverse effects, based
on a small number of studies.”**” The pri-
mary concerns for opioid use in fibromyal-
gia include an unclear mechanism of action,
cognitive and other adverse effects, potential
opioid-induced allodynia or hyperalgesia, and
concerns about opioid addiction, misuse, and
diversion. However, opioids can be used safely
in some patients. A reduction in peripheral
sensory signals may reduce central amplifica-
tion of pain, suggesting a possible mechanism
of benefit. Table 1 outlines patient selection
principles for opioid use in fibromyalgia.*’

Volume 91, Number 7 * April 1, 2015



Are There Any Effective
Complementary and Alternative
Medicine Treatments for Fibromyalgia?

Many complementary and alternative medi-
cine (CAM) therapies are used by patients with
fibromyalgia. Although individual patients
may benefit from these therapies, none has
strong evidence for effectiveness in the general
population.

EVIDENCE SUMMARY

Most patients with fibromyalgia try CAM
therapies at some point.”’ Recent system-
atic reviews have evaluated various CAM
therapies in fibromyalgia, including mas-
sage, hydrotherapy, acupuncture, homeo-
pathic remedies (e.g., vitamins, plant-based
products), anthocyanidins, capsaicin, and
S-adenosylmethionine.”>* None had any
consistent benefit; however, they are consid-
ered promising for providing relief in some
patients. Other CAM therapies (e.g., nutri-
tional, herbal, and hormonal supplements;
ayurvedic medicine; hypnosis) have not
been adequately studied.

Physicians should work with patients who
are interested in CAM therapies and use
symptom diaries or other measures (includ-
ing smartphone apps) to assess their impact.
This approach allows patients to potentially
benefit from treatments, while limiting
adverse effects, drug-herb interactions, and
needless costs.

Data Sources: We searched Medline using the keyword
fibromyalgia and the medical subject heading fibromy-
algia. The search was limited to English, human, core
clinical journals (AIM), and publication years 2004 to
2014. Additional searches were conducted combining the
baseline search with searches for the terms opioids, irri-
table bowel syndrome, exercise, PTSD, and other relevant
terms. Reference lists of retrieved reviews were also used

to identify additional relevant original studies. Search
dates: April 18, 2014, and December 15, 2014.
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Recommendation Sponsoring organization

Do not test ANA subserologies without a positive
ANA and clinical suspicion of immune-mediated
disease.

American College of
Rheumatology

Do not test for Lyme disease as a cause of musculo-
skeletal symptoms without an exposure history
and appropriate physical examination findings.

American College of
Rheumatology

ANA = antinuclear antibodlies.

Source: For more information on the Choosing Wisely Campaign, see http://www.
choosingwisely.org. For supporting citations and to search Choosing Wisely recom-
mendations relevant to primary care, see http://www.aafp.org/afp/recommendations/
search.htm.

Table 1. Patient Selection Principles for Use of Opioids
in Fibromyalgia

Try other treatments first

Reevaluate to confirm fibromyalgia as the diagnosis, potentially with
rheumatology consultation

Ensure that adequate trials of multiple serotonin-norepinephrine reuptake
inhibitors, antidepressants, antiepileptics, muscle relaxants, exercise
interventions, and other treatments have been ineffective

Identify and treat psychiatric comorbidities
Document which treatments have been tried, and the outcomes of each

Assess for risk of medication misuse

Obtain and document personal or family history of medication
or substance abuse

Consider using a formal risk assessment tool

Educate the patient
Discuss risks and benefits of opioid use
Describe need for periodic monitoring and assessment

Establish and assess treatment goals

Discuss treatment goals for pain relief and functional improvement;
emphasize that complete pain relief is unlikely

Determine a method to track symptoms (e.g., symptom diary, smartphone app)

Select a medication regimen
Consider using a long-acting opioid on a scheduled (not as-needed) basis
Consider use of a bowel regimen to prevent drug-induced constipation

Monitor for misuse and adverse effects
Schedule regular follow-up visits
Obtain periodic urine drug tests

At subsequent visits, ask about symptom relief, functional status, and adverse
effects

If available, obtain a report of controlled medication prescriptions

Information from reference 30.
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