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Abstract

Objective: To evaluate the acceptability and efficacy of adding cognitive behaviour therapy to the medical care of patients presenting with the chronic fatigue syndrome.

Design: Randomised controlled trial with final assessment at 12 months.

Setting: An infectious diseases outpatient clinic.

Subjects: 60 consecutively referred patients meeting consensus criteria for the chronic fatigue syndrome.

Interventions: Medical care comprised assessment, advice, and follow up in general practice. Patients who received cognitive behaviour therapy were offered 16 individual weekly sessions in addition to their medical care.

Main outcome measures: The proportions of patients (a) who achieved normal daily functioning (Karnofsky score 80 or more) and (b) who achieved a clinically significant improvement in functioning (change in Karnofsky score 10 points or more) by 12 months after randomisation.

Results: Only two eligible patients refused to participate. All randomised patients completed treatment. An intention to treat analysis showed that 73% (22/30) of recipients of cognitive behaviour therapy achieved a satisfactory outcome as compared with 27% (8/30) of patients who were given only medical care (difference 47 percentage points; 95% confidence interval 24 to 69). Similar differences were observed in subsidiary outcome measures. The improvement in disability among patients given cognitive behaviour therapy continued after completion of therapy. Illness beliefs and coping behaviour previously associated with a poor outcome changed more with cognitive behaviour therapy than with medical care alone.

Conclusion: Adding cognitive behaviour therapy to the medical care of patients with the chronic fatigue syndrome is acceptable to patients and leads to a sustained reduction in functional impairment.




Key messages

	Key messages

	There is no generally accepted form of treatment

	New findings show that patients referred to hospital for the chronic fatigue syndrome have a better outcome if they are given a course of cognitive behaviour therapy than if they receive only basic medical care

	Clinical improvement with cognitive behaviour therapy may be slow but often continues after treatment has ended

	Cognitive behaviour therapy should be considered as an option for patients presenting with the chronic fatigue syndrome









Introduction

The chronic fatigue syndrome is characterised by a principal complaint of severe fatigue of at least six months' duration associated with appreciable disability and unexplained by recognised organic disease.1 2 3 4 Various causes have been proposed, including chronic viral infection, dysfunction of the immune system, neuroendocrine disturbance, and depression, but all remain controversial.5 6 Many pharmacological treatments have been suggested, but none are of proved value.7

Cognitive behaviour therapy offers a novel approach to treatment of the chronic fatigue syndrome. It is based on the hypothesis that inaccurate and unhelpful beliefs, ineffective coping behaviour, negative mood states, social problems, and pathophysiological processes all interact to perpetuate the illness.8 9 Treatment aims at helping patients to re-evaluate their understanding of the illness and to adopt more effective coping behaviours.7 8 9 An early uncontrolled evaluation of this type of treatment produced promising results in many patients but was unacceptable to some.10 Two subsequent controlled trials found cognitive behaviour therapy to offer no benefit over non-specific management.11 12 However, the form of cognitive behaviour therapy evaluated may have been inadequate. In particular, previously evaluated forms may have failed to address effectively the illness beliefs and coping behaviours known to predict treatment compliance and outcome.10 13 14

We have developed a form of cognitive behaviour therapy specifically for patients with chronic fatigue and related syndromes which includes a collaborative re-evaluation of patients' beliefs about the illness.15 16 We wanted to find out if adding this form of cognitive behaviour therapy to basic medical care would be acceptable to patients and improve their daily functioning. We also wanted to know if it would result in greater changes in illness beliefs and coping behaviour.



Patients and methods

The study was conducted at the John Radcliffe and Warneford Hospitals in Oxford. The protocol was approved by the local ethics committee.

Patients were recruited from consecutive referrals to a hospital infectious diseases outpatient clinic. All patients aged 18-60 with a major complaint of fatigue were medically assessed by a consultant physician (DW or TP). Those whose symptoms were unexplained by organic disease were reinterviewed by one of us (MS) and a full history and psychiatric diagnostic interview17 completed to determine eligibility for inclusion.

The inclusion criteria specified that patients had to meet the “Oxford” criteria for the chronic fatigue syndrome.3 Specifically they had to have (a) a principal complaint of fatigue exacerbated by physical or mental activity, or both, of six months' duration; (b) impairment of daily activities (Karnofsky score <80; see below); and (c) no clinically significant findings on physical examination or laboratory investigation (full blood count, C reactive protein concentration, biochemical measurements, and thyroxine and thyroid stimulating hormone concentrations).

Patients were excluded if they (a) were currently receiving psychotherapy or antidepressant drugs (unless they had been taking the same dose for at least three months without improvement); (b) were unwilling to accept randomisation or were unavailable for follow up; (c) met criteria for severe depression (melancholia) or had a history of bipolar affective disorder, schizophrenia, or substance misuse (as defined in the Diagnostic and Statistical Manual of Mental Disorders, third edition, revised (DSM-III-R)18); or (d) were at significant risk of suicide or in need of urgent psychiatric treatment.

The required sample size of 60 patients was estimated with the assumption of (a) clinically significant improvement in 20% of the patients who received medical care13 and 60% who also received cognitive behaviour therapy,10 (b) a low drop out rate, and (c) a significance level of 5% and a power of 80%.


DESIGN

The study was a randomised controlled trial in which medical care alone was compared with medical care plus cognitive behaviour therapy. The principal outcome measure was the percentage of patients meeting prespecified outcome criteria. Subsidiary outcome measures and evaluations were included to allow description of the time course and pattern of recovery (see below).




RANDOMISATION

Immediately after assessment eligible patients were randomly allocated to one of the two treatment conditions by means of a sequence of labelled cards contained in sealed numbered envelopes. The allocation sequence was based on a random number table and was both restricted (blocks of four, balanced to obtain equal numbers in each treatment condition) and stratified for the presence of major depressive disorder.18




TREATMENT CONDITIONS

Medical care alone—Patients randomised to receive medical care alone were reassured that there was no evidence of serious organic disease, told that they had the chronic fatigue syndrome, and advised to increase their level of activity by as much as they felt able. No further specific explanation or advice was given. Patients were followed up by their general practitioners in the usual way.

Medical care plus cognitive behaviour therapy—In addition to the medical care outlined above, patients given cognitive behaviour therapy were invited to attend 16 one hour individual treatment sessions over four months. The treatment had a cognitive emphasis19 and was tailored for patients with the chronic fatigue syndrome.15 16 It was administered by three experienced therapists (CS, IK, MS). Therapy was codified in a manual and supervised by an experienced cognitive therapist (AH). During treatment patients were encouraged to question a simple disease explanation of the illness and to consider the role of psychological and social factors. They were also invited to evaluate the effect of gradual and consistent increases in activity and to try strategies other than avoidance. Additional components of the treatment included strategies to reduce excessive perfectionism and self criticism and an active problem solving approach to interpersonal and occupational difficulties.




PATIENT EVALUATIONS

Patient evaluations comprised both a semistructured interview and patient rated questionnaires. All were conducted by the same assessor (SS). Evaluations took place before randomisation, after the initial treatment period (five months), at eight months, and, finally, at 12 months after entry.

Patient functioning was assessed in several ways. The principal measure was based on interviewing the patient about his or her activities over the previous month (corroborated by a cohabitee when possible). A summary of the findings was subsequently rated on the Karnofsky scale20 by another researcher, who was blind to the patient's treatment. We defined two clinically relevant end points: (a) the achievement of a score of 80 or more (normal functioning); (b) an improvement of 10 points or more (clinically significant change). The Karnofsky scale was reportedly valid and reliable in several patient populations.21 In this study good agreement was observed between two raters in the allocation of patients to the specified outcome categories (Cohen's (kappa) greater than 0.8 at every time point).22 Subsidiary measures of functioning included a patient rating of interference with daily activities,23 improvement in employment status, and number of days spent in bed each week. A timed walking test was also included. The patient was asked to walk as quickly as possible along a 20 metre corridor for six minutes and the distance covered recorded.24 This measure had good test-retest reliability (intraclass correlation 0.97)22 when repeated one week later in a subsample of 16 patients.

Symptoms were assessed on patient rated scales. Fatigue was measured on a Likert-type scale scored from zero to 10 and depression and anxiety on the hospital anxiety and depression scale.25

Overall change was assessed on a seven point patient rated scale (“very much improved” to “very much worse”).

Illness beliefs and coping behaviours were also assessed as process measures. Strength of beliefs about the illness was measured on patient rated seven point Likert-type scales (“totally agree” to “totally disagree”) and frequency of coping behaviours (for example, avoiding exercise) on five point patient rated scales (“never” to “all the time”). Patients also indicated their view of the nature of the illness on a five point scale (“entirely physical” to “entirely psychological”).26




STATISTICAL ANALYSIS

The analysis was based on intention to treat and all patients were included. The relative effectiveness of the two treatment conditions was determined by comparing the percentage of patients meeting the predetermined outcome criteria and the significance of the difference assessed by χ2 test. Significance testing was restricted to these comparisons to avoid the problems of interpretation associated with multiple testing.

Subsidiary measures and other time points were included to describe the nature and pattern of change. The mean change in each from baseline and the difference between the groups in the amount of change were calculated with 95% confidence intervals (unadjusted for multiple significance testing).

The percentage of patients reporting a reduction in those illness beliefs and coping behaviours previously found to be associated with poor outcome (strong belief in a physical cause or persistent viral infection and extreme avoidance of exercise)10 13 14 between baseline and the end of treatment was calculated in each treatment group and the significance of the difference determined by χ2 test.





Results

One hundred and twenty three patients were assessed for eligibility. Forty nine did not meet study criteria for the chronic fatigue syndrome. Twelve others were excluded for other reasons—severe depression (five), bipolar disorder (one), active psychiatric treatment (three), unavailability for follow up (three). Only two eligible patients refused, and 60 were recruited into the study. The patients' baseline characteristics are shown in tables 1 and 2. The treatment groups did not differ substantially in age, sex, educational level, marital status, functional impairment on the Karnofsky scale, or psychiatric diagnoses. However, patients in the cognitive behaviour therapy group spent more days in bed, and fewer of them were actively employed. All patients fulfilled recently revised criteria for the chronic fatigue syndrome.4

Table 1 Demographic and clinical characteristics of treatment groups at baseline
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Table 2 Subsidiary variables in each treatment group at baseline
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COMPLIANCE AND CONCURRENT INTERVENTIONS

All the patients offered cognitive behaviour therapy accepted and completed the treatment. Eight patients (six in the cognitive behaviour therapy group, two in the standard care group) were taking low dose antidepressants at entry. The mean numbers of visits to general practitioners and the proportions of patients consulting alternative and complementary practitioners did not differ between the groups during the study. Of those patients allocated to medical care alone, two were referred to psychiatry services and received supportive psychotherapy; one was diagnosed as suffering from coeliac disease and began a gluten free diet; and one received behavioural psychotherapy and full dose antidepressants. Of those patients allocated to additional cognitive behaviour therapy, one received counselling as part of vocational retraining.




COMPLETENESS OF FOLLOW UP AND MISSING DATA

Complete data were obtained for all patients except one, who did not attend the 12 month follow up. As a telephone call to this patient indicated no substantial change since the previous evaluation, these data were used for both. Seven other patients (four in the standard care group, three in the cognitive behaviour therapy group) refused to do the walking test on one or more occasions. In these cases the previous test result was used (reanalyses substituting instead these patients' best and worst distances had little effect on group means).




RESPONSE TO TREATMENT

At the final 12 month assessment the percentage of patients who had attained normal functioning (score 80 or more) on the Karnofsky scale was significantly greater in the group who had received cognitive behaviour therapy (χ2=11.3, df=1; P<0.001). The percentage with an improvement of at least 10 points on the scale was also significantly greater in this group (χ2=13.1, df=1; P<0.001). Group differences and 95% confidence intervals are shown in table 3. Interestingly, the difference between the treatment groups on these measures at five months was small and non-significant but widened progressively during follow up. The greater improvement in the cognitive behaviour therapy group was underscored by the 63% (19/30) of patients in this group who improved in work status as compared with 20% (6/30) of those who received only medical care.

Table 3 Principal outcome measures, expressed in percentages attaining satisfactory outcome, or improvement
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The mean changes in patients' scores on each of the subsidiary outcome measures and the differences in the change between the treatment groups are shown in table 4. Improvements in the patients' perceptions of interference with daily activities, severity of fatigue, performance on the walking test, and reduction in the numbers of days spent in bed were all greater in the patients given cognitive behaviour therapy. Depression but not anxiety improved more with cognitive behaviour therapy.

Table 4 Subsidiary outcome measures, expressed as means and mean change scores
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At the final assessment significant subjective improvement (“much improved” or “very much improved”) was reported by 60% (18/30) of the patients who received cognitive behaviour therapy and 23% (7/30) of the patients who had only medical care. Deterioration (“worse” or “much worse”) was reported by 13% (4/30) of the cognitive behaviour therapy group and 10% (3/30) of the medical care only group. Two patients given cognitive behaviour therapy attributed their deterioration to the treatment and two experienced only temporary benefit.




CHANGE IN BELIEFS AND COPING BEHAVIOUR

The proportion of patients who reported a reduction in those illness beliefs and behaviours previously associated with poor outcome was significantly greater in the group who received cognitive behaviour therapy (table 5). These observations support the hypothesis that the cognitive behaviour therapy was effective because of a specific effect on illness perpetuating beliefs and coping behaviour.

Table 5 Percentage (number) of patients reporting reduction in strength of illness beliefs and frequency of avoidance between baseline and at end of treatment
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Discussion

In this trial cognitive behaviour therapy was both acceptable and more effective than medical care alone in improving patients' day to day functioning in the medium term (though not in the short term). It was also more effective in helping patients to feel better. Though the overall treatment effect was substantial, few patients reported complete resolution of symptoms and not all improved. Predictors of response to cognitive behaviour therapy will be the subject of a separate report.

The difference between the treatment groups at the final assessment was clinically important. Not only was the end point on the principal measure (Karnofsky score) predetermined for its clinical significance but similar clinically relevant changes were found on other objective and self rated measures. This difference can also confidently be attributed to the cognitive behaviour therapy, as randomisation achieved well balanced groups at baseline, all patients were included in the analysis, and there were no measurable differences between the groups in the other treatments received. Furthermore, the specificity of the treatment effect was supported by the observation that relevant illness beliefs and coping behaviour changed more in the patients given cognitive behaviour therapy.

The results are likely to be generalisable to many other patients with the chronic fatigue syndrome. The patients in this study were more functionally impaired than many patients seen in primary care27 and less chronically ill than many patients attending specialist tertiary referral clinics.12 14 Nevertheless, we believe that they were typical of patients referred to hospital outpatient clinics.13

The improvement in day to day functioning in the group who received cognitive behaviour therapy continued after treatment had ended. Such a long term effect of cognitive behaviour therapy is consistent with its aim of teaching patients to help themselves and has been observed with depression28 and with the chronic fatigue syndrome.29 An increasing effect of treatment after it has been completed is a more unusual finding but has been reported in the treatment of chronic back pain.30

The effectiveness of cognitive behaviour therapy in this study was similar to that observed in patients who accepted treatment in the initial uncontrolled evaluation.10 The results differed, however, from those of the two previous controlled trials of cognitive behaviour therapy, one of which was a non-randomised comparison with a waiting list11 and the other a randomised comparison with basic medical care.12 The possible reasons for the greater effectiveness of cognitive behaviour therapy in our study include differences in the characteristics of the patients, longer follow up, and possibly less active medical care. However, we think that the main reason that the therapy used in this study was both acceptable to patients and effective was its emphasis on re-evaluating patients' illness beliefs by means of a collaborative rather than an adversarial approach.15 19

Though the results tell us little about the aetiology of the chronic fatigue syndrome, they show that a return to normal functioning (albeit often with continuing fatigue) is possible in most cases. Plainly further evaluations of cognitive behaviour therapy are desirable, including comparisons with treatments other than basic medical care. Nevertheless, we believe that our results have potentially important implications for the management of patients presenting to medical clinics with chronic disabling fatigue.

We thank all the patients who participated and Alison Clements and Aslog Malmberg for help with the blind Karnofsky scale ratings. We also thank Professor Michael Gelder and colleagues for advice and support.
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