2003 Immunology question 4:

Chronic fatigue syndrome and best treatment?

TREATMENT – Many therapies have been tried in CFS but none has been successful [1-4]. Among the modalities that have been tried are amantadine, doxycycline, magnesium, evening primrose oil, vitamin B12, immune serum globulin, acyclovir, Ampligen, fludrocortisone essential fatty acids, bovine or porcine liver extract, dialyzable leukocyte extract, cimetidine, ranitidine, interferons, exclusion diets, and removal of dental fillings. Only a few have been tested in controlled trials.

  •  Intramuscular immunoglobulin injections were found beneficial in one small controlled trial [5]; this finding is in contrast to the more general experience. Controlled trials of intravenous immunoglobulins yielded conflicting and unimpressive results with a high incidence of adverse effects [6-8].
  •  A controlled trial of intravenous and oral acyclovir was conducted due to the possible association with Epstein Barr virus infection [9]. The outcome clearly showed no benefit of treatment. More important, the study revealed the wide, natural fluctuations in severity of illness and the close linkage of mood to the perception of symptoms.
  •  The results of small controlled studies of antidepressant medications have yielded conflicting results. As an example, a  randomized, placebo-controlled trial of fluoxetine in 96 patients, 45 percent of whom were depressed, showed no benefit of therapy at eight weeks [3]. In contrast, a study of the monoamine oxidase inhibitory phenelzine noted significant improvement in the treatment group compared to placebo [10]. Nevertheless, antidepressant agents may have utility in treating associated depression, insomnia, or myalgia [8].

  •  The results of studies utilizing corticosteroids have also been inconsistent. A randomized, double-blind, placebo-controlled trial of 25 to 35 mg/day of oral hydrocortisone for 12 weeks in 70 patients showed modest benefit at the expense of adrenal suppression [11]. By comparison, in a randomized crossover trial, clinical improvement was observed in response to 5 to 10 mg/day of hydrocortisone among 32 patients with chronic fatigue but without a co-morbid psychiatric disorder [12]. No adrenal suppression was observed, but the duration of therapy was only one month.

Supportive approach – The best approach for the physician is to establish rapport with the patient to be able to provide support and reassurance.

Neurally mediated hypotension – One study suggested that neurally mediated hypotension may play an important role in CFS symptoms. In this report, 23 subjects with CFS underwent tilt table testing: 22 were found to have an abnormal test (compared to 4 of 14 unmatched controls) [17]. Those CFS patients with a positive test were treated with escalating doses of fludrocortisone, atenolol, and disopyramide; almost all reported complete or partial resolution of symptoms. In a subsequent study of 600 patients with CFS from the same investigators, 77 percent of patients were found to have an abnormal tilt table test [18]; however, no control group was mentioned.

We do not routinely perform tilt table testing on our patients with CFS since it is expensive, moderately uncomfortable, and without proven utility. However, after carefully explaining to a patient that the efficacy is unestablished, we are willing to try atenolol alone or with fludrocortisone, if the patient wishes. We start with low doses which are increased slowly over several weeks [17].

Cognitive behavioral therapy – Cognitive behavioral therapy (CBT) has been effective in patients with chronic fatigue syndrome and may be useful in those with idiopathic chronic fatigue. This approach typically involves a series of one-hour sessions designed to alter beliefs and behaviors that might delay recovery. A controlled study randomized 60 patients who met the criteria for chronic fatigue syndrome to CBT or medical therapy [21]. A satisfactory outcome was much more likely in those treated with CBT (73 versus 27 percent; P<0.001).

These findings were confirmed in another randomized controlled comparison with relaxation training [22], and the benefit persisted at five years following the intervention as assessed by an interview with an individual who did not know to which original group the patient had been assigned [23]. Both studies included the use of graded increases in exercise in the intervention group; as a result, it is unclear which aspect of the therapy caused the benefit.

CBT appears to be more useful than participation in a support group. In one three-arm trial, 278 patients were randomized to CBT, a support group, or no active intervention with follow-up at 8 and 14 months [24]. The CBT group had significantly improved fatigue severity, strength, overall sense of improvement, and lower sickness profile scores compared to the other groups at both time points.

Graded exercise – The prolonged lack of exercise in patients exacerbates physical weakness and adherence to a graded exercise program alone can be beneficial [25]. In one controlled study, 66 patients with CFS were randomized to 12 weeks of either graded exercise or flexibility exercise and relaxation therapy [26]. The effect of these interventions was evaluated by a self-rated clinical global impression change score. The groups then crossed over to the other therapy; approximately 70 percent of patients rated themselves as better at three months and one year after completing the supervised exercise treatment.
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