
McSherry, a professor of family medicine at the Univer-
sity of Western Ontario who also treats a large number of
CFS patients, says it is time physicians learned more
about the syndrome. “This is a small group of people we
haven’t served well,” he says.

Because neurally mediated hypotension has been as-
sociated with CFS, the 3 doctors begin treatment by de-
termining whether this condition is present through tilt-
table testing and, if necessary, treating it. They then take
a 3-pronged approach by establishing proper sleeping
patterns with low doses of tricyclic drugs, treating co-
morbid conditions and using cognitive behavioural ther-
apy and graded exercise.

Cognitive behavioral therapy can be useful in breaking
the cycle of overdoing things, says O’Sullivan, who advo-
cates graduated exercise and work but is cautious: for the

very ill, exercise can be crippling. “Some people can’t walk
upstairs without resting. If they walk around the block
they have to rest 2 days because of muscle pain.” Doing
too much too soon can cause a relapse, as O’Sullivan
knows from personal experience (see sidebar).

Many employers are also inflexible. “The work envi-
ronment many of these patients come from can only be
described as pathological,” O’Sullivan says. “Employers
want them back 100% or not at all.” He spends a lot of
his time helping people get back to the workplace.

“They need regular, consistent exercise — a 10-
minute walk even — to stave off the downward spiral to
deconditioning,” adds McSherry. He also advises pa-
tients to pay careful attention to their diets, to take a
multivitamin and to abstain from alcohol.

O’Sullivan cautions his patients about alternative ther-
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Theories of the pathogenesis of chronic fatigue syn-
drome have proliferated since the 1980s. Recent re-
search, some of which is outlined below, has focused
primarily on the possible role of infectious, immuno-
logic and hormonal factors.

CFS as sequela of infection

• Many investigators have hypothesized that CFS is a
manifestation of chronic infection or is triggered by
an acute infection with any or all of the following
pathogens: Epstein-Barr virus, human herpes virus-6
and -7, enterovirus, coxsackievirus, parvovirus B19,
Q fever, a novel retrovirus, Borna disease virus, Bru-
cella, Lyme disease, Candida and a newly discov-
ered bacterium (Mycoplasma incognitus).

• Investigators have found no relationship between
CFS and hepatitis B vaccination.

• A recent trial has suggested that an abnormality in
an antiviral lymphocyte enzyme system (the 
2-5A pathway) may be implicated in the patho-
genesis of CFS.

CFS as a manifestation of chronic immune
activation

• Some studies suggest that patients with CFS have
altered immune function and aberrant production
of cytokines compared with normal controls: in-

creased levels of activated CD8+ cytotoxic T cells,
circulating immune complexes and immunoglob-
ulin G, autoantibodies, TGF-beta, atypical lym-
phocytes and somatomedin C, and decreased
function of natural killer lymphocytes. However,
other studies have found no circulating pathogenic
antibodies against muscle or the central nervous
system, no immunoglobulin subclass deficiencies
and no benefit from intravenous immunoglobulin
therapy in a randomized controlled trial.

CFS as hormonal dysfunction

• A few studies suggest that some women with CFS
are more likely to have excessive body hair, inap-
propriate breast milk production, endometriosis,
uterine fibroids, ovarian cysts, irregular cycles and
difficulties with conception.

• One study has investigated whether altered sensi-
tivity to estradiol and progesterone may play a
role in producing abnormal interleukin-1-beta 
secretion in CFS patients.

• Although some patients with CFS have been
shown to have increased prolactin, decreased
corticotropin and decreased cortisol levels (oppo-
site to the profile seen in patients with depres-
sion), no benefit with cortisone replacement has
been demonstrated. — Dr. Caralee Caplan, CMAJ
fellowship editor

The search for a cause continues
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