
Public health

Chronic fatigue syndrome 
or just plain tired?

The complaint of unremitting fatigue has been around
for centuries. Over the years, people with fatigue

have been said to suffer from myalgic encephalomyelitis,
Icelandic disease, neurasthenia, nervous exhaustion, febric-
ula and Yuppie flu.1,2 Interest in the illness known today as
chronic fatigue syndrome (CFS) grew when a cluster of
patients in Nevada were found to have a chronic mononu-
cleosis-like syndrome associated with persistently high
titres of antibodies to Epstein–Barr virus (EBV) in the late
1980s.2 Today, the role of EBV and other potential viral
and immunologic triggers of CFS remains unclear, and
even in the wake of a recent flurry of research, the patho-
physiology of CFS is poorly understood and no single di-
agnostic test can confirm its presence.

While CFS support groups lobby for disability cover-
age for individuals with CFS and insurance companies
fight the claims, neither the public nor the medical com-
munity unanimously agrees on the existence of CFS as a
real clinical entity. Some believe it is merely a presenta-
tion of depression or other psychosomatic illness; others
argue that individuals claiming to have CFS have seized
upon a convenient diagnosis to explain the effects of
overwork or “normal” fatigue.

Research suggests that patients with CFS are, in fact, dif-
ferent from patients with depression. Patients with CFS
usually lack the depressive symptoms of anhedonia (inability
to experience pleasure), guilt and lack of motivation, and
they suffer from additional physical complaints uncom-
monly seen in depression.3 Research has also shown that the
hypothalamic–pituitary–adrenal axis profile of patients with
CFS, in whom there is central down-regulation, is opposite
to that seen in patients with depression.4 Other investigators
have found no improvement in fatigue when patients with
CFS and concomitant depression were treated with fluoxe-
tine.5 Although some trials have demonstrated the benefit of
low-dose tricyclic antidepressants in patients with sleep dis-
turbances due to fibromyalgia, a related disorder, and there
is anecdotal evidence of a similar response in patients with
CFS, the onset of action of these drugs — 48 hours from
the start of therapy — stands in sharp contrast to the weeks
or months before a response is achieved when the same
drugs, in much higher doses, are given to treat depression.6,7

Objective abnormalities have also been found in the
central nervous system of patients with CFS. In 1994
Schwartz and colleagues8 found that abnormalities on MRI
and on single photon emission computed tomography

were more prevalent in the brains of patients with CFS
than in healthy control subjects. In 1995 a preliminary
study involving tilt-table testing of 23 patients with CFS

15515 September 8/98 CMAJ /Page 519

CMAJ • SEPT. 8, 1998; 159 (5) 519

© 1998  Canadian Medical Association

Fig. 1: Evaluation of unexplained chronic fatigue. CBC = complete
blood count, BUN = blood urea nitrogen, ESR = erythrocyte 
sedimentation rate, TSH = thyroid-stimulating hormone, ALT =
alanine aminotransferase. *Additional tests include antinuclear
antibody, cortisol, rheumatoid factor, immunoglobulin levels, 
tuberculin skin testing, and serologic testing for Lyme disease
and HIV infection. Adapted with permission from Fukuda et al10

(“The chronic fatigue syndrome: a comprehensive approach to
its definition and study.” Ann Intern Med 1994;121:953-9).

Prolonged fatigue (≥ 1 month)

Other cause of
fatigue identified

• History and physical examination
• Mental status examination (with

psychiatric, psychologic or neurologic
examination as indicated)

• Laboratory tests: CBC with differential,
BUN, creatinine, electrolytes, glucose,
calcium, phosphorus, ESR, urinalysis,
TSH, ALT, alkaline phosphatase,
protein, albumin, globulin

• Additional tests as clinically indicated*

Diagnostic criteria
All of the following:
• New or definite onset
• Not result of ongoing exertion
• Not substantially alleviated by rest
• Results in substantial reduction in

previous levels of occupational,
education, social or personal activities

Plus 4 or more of the following
concurrently present for ≥ 6 months:
• Impaired memory or concentration
• Sore throat
• Tender cervical or axillary lymph nodes
• Muscle pain
• Multiple joint pain
• New headaches
• Unrefreshing sleep
• Post-exertional malaise

If chronic fatigue (≥ 6 months), 
does it meet the following criteria?

No

Idiopathic
chronic fatigue

Chronic fatigue syndrome

Yes
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and 14 healthy control subjects revealed that neurally me-
diated hypotension, an abnormal cardiovascular reflex, was
associated with CFS and that some patients’ CFS symp-
toms resolved after therapy was directed at the hypoten-
sion.9 (For more information on recent research see page
537.)

Even though fatigue is very common, CFS is not. In
95% of patients who present with fatigue, another med-
ical or psychiatric illness, usually treatable, is the cause.6

An approach to the evaluation of prolonged fatigue is pre-
sented in Fig. 1. A diagnosis of CFS cannot be made with-
out a thorough clinical evaluation to identify other poten-
tial causes of fatigue. Important causes to investigate
include anemia, hypothyroidism, sleep apnea, narcolepsy,
medication side effects, occult or previously treated malig-
nancy, unresolved hepatitis B or C, any past or current
major depressive disorder with psychotic or melancholic
features, bipolar affective disorder, schizophrenia, delu-
sional disorder, dementia, anorexia or bulimia nervosa, al-
cohol or substance abuse, and severe obesity (body mass
index of 45 or more). Additional tests should be done only
as clinically indicated. Virologic and imaging studies can-
not specifically diagnose chronic fatigue syndrome and
should not be used except in a research setting.6,10

Most patients who meet the criteria for CFS report the
relatively sudden onset of fatigue following a flu-like illness.
Although the typical CFS patient is a white female between
20 and 50 years old, CFS occurs in both men and women,
in all age groups (including children) and in all racial and so-
cioeconomic groups.1,6 The case definition for CFS (high-
lighted in Fig. 1), developed by the authors of the EBV
study in 19872 and modified by Fukuda and colleagues in
1994,10 has since been adopted by the US Centers for Dis-
ease Control and Prevention and, in June 1998, by the Col-
lège des médecins du Québec. Komaroff and colleagues11

have suggested adding anorexia and nausea to the list of
symptom criteria and noted that many patients with CFS
also report night sweats, dizziness and intolerance to alcohol
and drugs that affect the central nervous system.

Although most patients do improve with time, there
is no specific curative treatment, no treatment effective
at alleviating the symptom of fatigue and few controlled
trials showing definitive benefit from therapy for other
symptoms. An ongoing trial by the National Institutes of
Health has yet to determine whether treatment of neu-
rally mediated hypotension should be recommended.
Most physicians experienced in dealing with patients
with CFS recommend a treatment approach based on
gradual rehabilitation and adaptation:1,6,12

• Acknowledge symptoms and devise a treatment ap-
proach aimed at alleviating symptoms and improving
quality of life. Prepare the patient for inevitable ups
and downs.

• Treat comorbid conditions.
• Treat symptoms. NSAIDs or antidepressants may be

helpful for myalgias. Affective symptoms should be
treated appropriately and concomitant psychiatric di-
agnoses considered. 

• Avoid polypharmacy. Patients with CFS may be sen-
sitive to the side effects of drugs. Drugs should be
chosen on the basis of an individualized cost–benefit
analysis and started at low doses.

• Establish a regular exercise regimen based on the pa-
tient’s abilities. Even a daily 10-minute walk can help
prevent deconditioning.

• Propose a trial of cognitive behavioural therapy. A
randomized controlled trial suggests that therapy fo-
cused on the role of psychological and social factors
may improve clinical outcomes in patients with CFS.13

• Establish proper sleeping patterns. Low-dose tri-
cyclic antidepressants may be helpful in some pa-
tients with sleep disturbances.

• Improve diet and try alternative therapies. It may be
helpful for the patient to take multivitamins and to
avoid alcohol. Try alternative therapies one at a time
and continue for several weeks to determine effects.

Caralee Caplan, MD
Editorial Fellow
CMAJ
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