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Chronic Fatigue Syndrome
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Chronic fatigue syndrome (CFS) denotes an illness of uncertain aetiology characterised by severe, disabling fatigue. In recent years it has attracted a resurgence of interest, at the same time becoming the subject of controversy regarding its cause and management. As well as fatigue, CFS is typically associated with other symptoms, including musculoskeletal pain, sleep disturbance, impaired concentration and headaches. Together, these form the basis of the widely used case definition developed by the Centers for Disease Control and Prevention (Table1). The severity and duration of CFS varies considerably from patient to patient, but many experience a substantial decline in physical and cognitive functioning. 

Epidemiology

Fatigue is a common medical complaint, being reported by 1 in 5 primary care attenders. A smaller number suffer from idiopathic chronic fatigue, and community and primary care based studies have reported the prevalence of CFS to be 0.2-2.6%. In contrast to those patients attending specialist clinics, community samples show no association of CFS with socioeconomic status or particular ethnic group. Women, however, are at increased risk of developing CFS with a relative risk of 1.3 to 1.7 depending on diagnostic criteria used.

Aetiology

Despite considerable research effort and several hypotheses the cause of chronic fatigue syndrome remains poorly understood. Endocrine abnormalities - low levels of cortisol and a blunted adrenal response to stress - in many patients have led to a disturbance of the hypothalamic-pituitary-adrenal axis being posited as a cause of the symptoms experienced in CFS. Whether these abnormalities are causal or epiphenomena is yet to be established. Also, these findings are not universal in CFS patients. Alterations in immune function have been found in some patients but the findings have been inconsistent and non-specific, so again, any causal role remains speculative. 

Chronic fatigue syndrome is frequently attributed to viral infection but epidemiological studies have not demonstrated any association with common, everyday infective agents. Certain infections such as Epstein-Barr virus, toxoplasmosis, cytomegalovirus and Q fever can, however,  precipitate prolonged periods of fatigue. What is unclear is whether these infections are specific causative agents or are acting as triggers in predisposed individuals. 

The relationship between depression and CFS is complex. Many depressed patients complain of prolonged fatigue and depression is very common  in CFS populations. As well as similarities, there are significant differences between the two illnesses. Patients with CFS often do not show the cognitions typically associated with depression- low self-esteem, hopelessness, suicidal ideation, and studies of neurotransmitter and neuroendocrine function in the two conditions emphasise a distinction. What is clear is that depression is certainly an indicator of poorer outcome in CFS.

CFS shares many similarities with other medically unexplained syndromes such as fibromyalgia, irritable bowel syndrome, and multiple chemical sensitivity. Of particular importance in all of these illnesses are patients’ health beliefs and attributions. Evidence suggests that these factors may influence the development of symptoms as well as their outcome. 

Assessment

The management of CFS is by necessity collaborative, and key to this is the establishment of a positive relationship with the patient, beginning at the assessment.

Unfortunately many patients with chronic fatigue are confronted with disbelief when they consult medical practitioners or they may be reassured that there is nothing physically wrong and that their symptoms are ‘all in the mind’. Understandably this leads to resentment and a distrust of the medical profession, with the patient seeking alternatives either within the general medical sphere or in more unorthodox circles. Therefore an important first step in management is to validate the patient’s experience of symptoms and allow them to ventilate the difficulties they may have experienced with previous medical encounters. It is also important to take note of any abnormal or unusual beliefs the patient may describe whilst avoiding collusion with them. Negotiating illness beliefs is a key aspect of treatment in CFS.

Fatigue is a common feature of a wide range of medical disorders, but most can be excluded on clinical grounds and with the use of simple screening tests. The need to rule out an organic disorder must also be balanced with the potential adverse consequences of continued investigation-seeking. The importance of an adequate history cannot be overemphasised.  As well as detailing the nature and development of the presenting complaint, the history should include a comprehensive account of the patient’s background including, family history, past medical and psychiatric history, employment, and financial situation. The mental state and physical examinations are both of central importance to making a diagnosis. The aim of the mental state examination, as well as excluding clearly distinguishable diagnoses such as psychotic illness, is to identify disorders such as anxiety and depression which have significant implications for treatment. It is also important to identify potential obstacles to recovery. This requires the exploration of the patient’s illness beliefs, their coping strategies and prior experience of medical care, as well as the attitude of their carers or family. A thorough physical examination is always appropriate and abnormal findings such as pyrexia or lymphadenopathy merit further investigation. There may be evidence on examination of prolonged physical inctivity such as muscle wasting and postural hypotension, which indicate the severity of the illness. A careful history and examination should preclude the need for all but a minimum of investigations in patients presenting with chronic fatigue and it should be remembered that there is no diagnostic test for CFS (Table 2). Special investigations should be conducted only if specifically indicated as they may paradoxically lead to an increase in concern about the possibility of abnormal results, as well as having the potential to result in iatrogenic harm themselves. 

A diagnosis of chronic fatigue syndrome should be made on a pragmatic basis i.e. the patient complains of chronic physical and mental fatigue and manifests substantial disability in the absence of identifiable organic disease. A diagnosis provides the patient with a coherent (although simply descriptive) label for their illness, but should be given in the context of understanding that the cause of the illness is poorly understood but that treatment is available and recovery possible. The acronyms ME and CFIDS are to be avoided as ‘myalgic encephalomyelitis’ is a misleading term which implies a known disease process and there is no consistent evidence to justify the addition of ‘immune dysfunction’ to the diagnosis. There will also be fatigued patients who do not quite meet the case definition for CFS but who may still benefit from this approach to treatment.

Treatment

The principle aim of treatment is a reduction in functional disability and the emphasis should be upon rehabilitation rather than cure. Management follows a few basic principles but the CFS population is mixed with differing needs. Therefore treatments, which can be broadly divided into general and specific (Table 3), should be tailored to the individual patient. 

General education about chronic fatigue syndrome is necessary for most patients and for some may be all that is required. The reality of the illness and its associated symptoms should be acknowledged whilst emphasising that there is no specific underlying disease process. The next step is to agree upon a model for thinking about the illness which encompasses the many factors, both physical and psychological, involved in its development. The purpose of this is to demonstrate to the patient how, by modifying these factors, they can influence the outcome of their illness. Patients may also be reassured that CFS is not associated with mortality and that people can improve and recover, but that they have a significant role to play in this. For most, this will include a gradual increase in activity levels, overcoming previous avoidance. Advice also needs to be given on the importance of reducing stressors from employment or lifestyle that may be contributing to symptoms and hindering recovery.

Pharmacologic treatments

Patients who have a co-morbid depressive illness should be offered treatment with antidepressants, whether it is considered a primary or secondary problem. For patients who are not depressed the evidence for the use of antidepressants is more equivocal. Tricyclic antidepressants do, however, have analgesic properties and may be beneficial in patients complaining of insomnia. In order to minimize side-effects (commonly - dry mouth, constipation, postural hypotension) the patient should be started at the lowest possible dose, such as 10 mg amitriptyline or imipramine, which may be increased incrementally. For depressed patients the dosage aimed for will be 150 – 300 mg daily (divided if necessary). In non-depressed patients complaining of myalgia or insomnia, lower dosages are often effective. Selective serotonin reuptake inhibitors and other more recently developed antidepressants have the advantage of being more easily tolerated and may also have an alerting effect but their analgesic properties are less clear.

Although many other drug treatments have been evaluated in the management of chronic fatigue syndrome, there is as yet insufficient evidence to recommend their use routinely. 

Nonpharmacologic treatments

These treatments consist of a combination of educational and behavioural interventions, which can be used without recourse to a specialist clinic. 

Graded exercise is central to the treatment of chronic fatigue syndrome.  As part of the assessment levels of activity should be monitored by using a diary. Many patients with CFS initially overdo attempts to exercise, become severely fatigued and develop a pattern of over and underactivity. Other patients avoid all levels of exercise and may develop features of deconditioning. Therefore, before any exercise plan is advised it is necessary to stabilize current activity levels which may even mean an overall reduction. A plan of gradually increasing exercise can then be tailored accordingly. Activities should be set at an attainable level, and the patient should be made aware that initially symptoms may worsen but will subsequently improve. The first steps may involve simple tasks such as getting out of bed or going to the toilet unaided, and at this stage involvement of a partner or carer in supervising management can be helpful. Periods of adequate rest should also be included in the activity schedule. 

Sleep disturbance occurs commonly in chronic fatigue syndrome and may have a considerable impact upon the patients ability to participate in daily activities. A number of measures can be taken to correct abnormal sleep patterns. Daytime naps should be avoided as should stimulants such as caffeine or nicotine in the evening. The bedroom should be used only for sleep and intimacy and not for other activities such as eating or watching television. Time spent in bed should be curtailed to the actual time spent sleeping, the aim being to build up a mild sleep debt which increases the patient’s ability to stay asleep. Should these measures not prove sufficient, it may be necessary to consider a sedative antidepressant. 

For some patients interpersonal problems and psychosocial difficulties may make progress with treatment difficult. In such cases, supportive therapy and graded activity may be insufficient and referral for specialist treatment may be required. There is now considerable research backing for the effectiveness of cognitive behavioural therapy, which as well as including the principles of treatment already discussed, places an emphasis on the reappraisal of illness beliefs. Other psychotherapies, such as family therapy and psychodynamic therapy may have a role in the management of some patients, if specifically indicated. 

In patients with a long history of severely impaired functioning, or who have proven consistently resistant to treatment, management is essentially supportive with infrequent but regular contact. The aim with this approach is to at least reduce further deterioration and limit unnecessary or repeated investigations and treatments.

Prognosis

Most studies of prognosis in CFS have focused on people attending specialist clinics, who are likely to have a poorer prognosis. Outcome appears to be influenced by the presence of psychiatric disorders and beliefs about causation and treatment (Table 4.). 20-50% of adults with the disorder will show some improvement in the medium term but few will return to their previous level of functioning. Children generally have a better outlook, with the majority showing definite improvement when followed up in the longer term.

Table 1 International Consensus Definition of CFS
	A) Clinically evaluated, unexplained, persistent or relapsing chronic fatigue (> 6 months’ duration) that is of new or definite onset (has not been lifelong); is not the result of ongoing exertion; is not substantially alleviated by rest; and results in substantial reduction in previous levels of occupational, educational, social or personal activities



	B) Four or more of the following symptoms are concurrently present for > 6 months:

1. Impaired memory or concentration

      2.   Sore throat

3.   Tender cervical or axillary lymph nodes

      4.   Muscle pain

5.   Multijoint pain

6.   New headaches

7.   Unrefreshing sleep

8.   Postexertion malaise



	Exclusionary Clinical Diagnoses

       Any active medical condition that could explain the chronic fatigue

       Any previously diagnosed medical condition whose resolution has not been documented beyond reasonable clinical doubt and whose continued activity may explain the chronic fatiguing illness

      Psychotic major depression; bipolar affective disorder; schizophrenia; delusional disorders; dementias; anorexia nervosa; bulimia nervosa

     Alcohol or other substance abuse within 2 years prior to the onset of the chronic fatigue and at any time afterward



	(From Fukuda K, Straus SE, Hickie I, et al: The Chronic Fatigue Syndrome: A comprehensive approach to its definition and study. Ann Intern Med 121: 953-959, 1994)


Table 2. Recommended investigations for the fatigued patient

	Routine investigations

Full blood count

Erythrocyte sedimentation rate or C-reactive protein

Urea and electrolytes

Thyroid function tests

Urine protein and glucose

Special investigations

Epstein-Barr virus serology

Toxoplasmosis serology

Cytomegalovirus serology

Human immunodeficiency virus serology

Chest X-ray

Creatinine phosphokinase

Rheumatoid factor

Cerebral MRI (for demyelination)




Table 3. Treatment of Chronic Fatigue Syndrome

	General 

Accept illness

Educate about the illness

Encourage self-help and normal activity

Treat comorbid psychiatric illness

Pharmacologic

Consider antidepressant medication

Avoid untested treatments

Nonpharmacologic

Goal setting

Sleep hygiene

Graded activity schedule

Cognitive behavior therapy

Other psychotherapies if indicated




Table 4. Perpetuating factors in Chronic Fatigue Syndrome

	Depression and anxiety

Lack of physical fitness

Sleep disorder

Chronic life stresses and difficulties

Inaccurate or unhelpful illness beliefs

Avoidance of activities




