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Summary

A minimal intervention, based on cognitive—behavioural
therapy for chronic fatigue syndrome and consisting of self-
instructions combined with email contact, was tested in a
randomised controlled trial ISRCTN27293439). A total of 171
patients participated in the trial: 85 were allocated to the
intervention condition and 86 to the waiting-list condition. All
patients met the Centers for Disease Control and Prevention
criteria for chronic fatigue syndrome. An intention-to-treat
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analysis showed a significant decrease in fatigue and
disability after self-instruction. The level of disability was
negatively correlated with treatment outcome. Guided self-
instructions are an effective treatment for patients with
relatively less severe chronic fatigue syndrome.
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Cognitive-behavioural therapy (CBT) for chronic fatigue
syndrome is an effective' but intensive treatment. It requires 13—
16 sessions, depending on the protocol used.>* We assumed that
for a subgroup of patients with chronic fatigue syndrome a less
intensive treatment sufficed and developed a minimal intervention
based on CBT that consisted of self-instructions and email
contact. The effects of self-instructions on fatigue and disabilities
were compared with a waiting-list condition in a randomised
controlled trial. The predictive value of the level of fatigue and
disabilities at baseline for treatment outcome was determined.

Method

Patients referred for CBT to our tertiary care facility were eligible
to enter the study if they were >18 years old; spoke and read
Dutch; met the 1994 US Center for Disease Control and Preven-
tion criteria for chronic fatigue syndrome;”> were not engaged in
a legal procedure concerning disability-related financial benefits;®
scored >35 on the Checklist Individual Strength (CIS),” fatigue
severity sub-scale; had a total score of >700 on the Sickness
Impact Profile-8 (SIP8);* and had given written informed
consent. The local ethics committee approved the study.

After baseline assessment performed by research assistants,
patients were offered CBT. If they agreed, they were placed on a
waiting list for a period of 6—-12 months depending on available
treatment capacity. Patients were informed about the study and
if they gave informed consent, were randomly assigned to either
the guided self-instructions or the waiting-list condition.
Allocation to group was carried out by a therapist using cards
in consecutively numbered opaque and sealed envelopes that were
opened in the presence of the patient. A researcher checked every
week whether the sequence was subverted by matching the date
the patient was included with the sequence of the numbers and
date of the session. No irregularities were found. A statistical
advisor prepared the envelopes by coding them according to a
computer-generated list of random numbers in blocks of eight.
Patients were assessed at baseline and directly following the
waiting period or intervention. This could vary between 6 and
12 months depending on the available treatment capacity.

The intervention consisted of a self-instruction booklet con-
taining information about chronic fatigue syndrome and weekly
assignments. The programme took at least 16 weeks, but often
more if patients formulated long-term goals such as returning
to work. Patients were asked to email (or telephone if they did
not have email) at least once every 2 weeks to report their
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progress. A cognitive-behavioural therapist, trained in regular
CBT for chronic fatigue syndrome, responded to this email or call.
If patients did not respond every 2 weeks, a reminder was sent by
email or patients were telephoned.

The CIS sub-scale ‘fatigue severity’ was used to measure the
level of fatigue over the past 2 weeks. Scores ranged from 8 (no
fatigue) to 56 (severely fatigued).” The weighted total score on eight
sub-scales of the SIP8 (SIP8 total score) was used to assess functional
disability in all domains of functioning.® Physical disabilities were
measured with the physical functioning sub-scale of the 36-item
Short Form Health Survey (SF-36).” Scores ranged from 0 (maxi-
mum physical limitations) to 100 (ability to do vigorous activity).

Clinically significant improvement'® was defined as a reliable
change index >1.96 and a score of <35 on the CIS sub-scale
fatigue severity at second assessment. This score is within two
standard deviations of the mean for healthy adults.® A score of
<35 would reflect a significant reduction of fatigue. We assumed
that in the waiting-list condition 10% of the patients would have a
fatigue score of <35. Power calculation showed that 98 patients in
each condition were needed to detect a difference of 15% in the
proportion of patients with a fatigue score within normal limits,
assuming a significance of 5%, power of 90% and a drop-out rate
of 20%.

Data analyses were performed using SPSS (version 14) for
Windows. Significance was assumed at P<0.05. To test whether
there was a difference between the two conditions on outcome
measures, ANCOVA'' was used with the score on the second
assessment as the dependent variable, baseline score as the
covariate and condition as the fixed factor. To test whether the
proportion of patients with a clinically significant improvement
differed between conditions, logistic regression with condition
and baseline CIS fatigue as predictors was used. To test whether
the treatment effect was moderated by patient characteristics,
ANCOVA for CIS fatigue on the second assessment was repeated
with condition (standardised; Z-score with mean=0, s.d.=1),
baseline CIS fatigue (standardised), baseline SIP8 total score,
condition x baseline CIS score, and condition X baseline SIP8
score as predictors. All comparisons were performed on the basis
of intention to treat. For missing data, the last observation was
carried forward.

Results

During the study it became clear that the number of patients lost
at the second assessment was lower than expected (about 5%).
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Eligible to enter trial (n=184)

Refused participation (n=13)

Preferred face-to-face contact (n=8)
Reason for refusal unknown (n=5)

| Randomised (n=171) |

Guided self-instructions (n=85)
Excluded from trial because of
medical explanation for fatigue
(n=1: constriction of the
coronary arteries)

Waiting list (n=86)
Excluded from trial because
of medical explanation for
fatigue (n=1: Hashimoto's
thyroiditis)

Intention to treat (n=84)
Did not complete second
assessment (n=6; 3 of them
also did not start treatment)

Intention-to-treat analysis
(n=85)
Did not complete second
assessment (n=4)

Did not start with
self-instructions (n=13)

Completed second assessment
(n=78)

Completed second assessment
(n=81)

Fig. 1 Flow of participants through the study.

The power analysis was repeated but now using an estimated
drop-out rate of 5%, indicating that a sample size of 85 in each
condition sufficed. The inclusion of patients stopped when this
sample size was reached (Fig.1).

Of 84 patients in the self-instructions condition, 55 (66%)
emailed, 5 (6%) exclusively used the telephone and 10 (12%)
did both. Fourteen patients (16%) had no contact with a therapist:
1 patient completed the programme by herself, the remaining 13
did not start. There was no significant difference in mean time
passed in months between the two assessments for the guided
self-instruction (10.5 months, s.d.=4.0) and the waiting-list condi-
tion (9.7 months, s.d.=3.6, t=1.34, d.f.=157, P=0.182). Patients
from the intervention condition were significantly less fatigued
(intervention mean=38.9 v. waiting-list mean=46.4), reported
fewer disabilities (mean=1079 v. mean=1319), scored significantly
higher on the SF-36 physical functioning sub-scale (mean=65.9 v.
mean=60.2) and more often showed a clinically significant
improvement in fatigue (27% v. 7%) at second assessment (online
Tables DS1-3).

Of the interaction terms, only the condition x SIP8 total score
interaction effect was significant (B=3.533, t=2.250, P=0.026),
indicating that the treatment effect is more than halved for
patients with an SIP8 score of 1 standard deviation above the mean.

Discussion

It was already known that individual CBT is an effective treatment
for chronic fatigue syndrome.' Our study showed that a less
intensive intervention based on the same principles also leads to
a decrease of fatigue and disabilities in patients with chronic
fatigue syndrome. For the subgroup of patients that showed a
clinically significant improvement in fatigue, the minimal inter-
vention sufficed. Self-instructions could form the first step in a
model of stepped care for chronic fatigue syndrome. The results
also suggest that more severely disabled patients benefit less from
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the self-instructions and could perhaps be referred for face-to-face
CBT instead.

As we did not use a control condition we cannot be sure that
the specific elements in the minimal intervention condition were
responsible for the reduction of fatigue and disabilities. However,
two randomised controlled trials that compared the effect of CBT
for chronic fatigue syndrome with a placebo or non-specific con-
dition both showed CBT to have a superior effect.>* Furthermore,
Cho et al'* showed that the placebo response of patients with
chronic fatigue syndrome to psychological interventions is lower
than in other medical conditions.

Hans Knoop, PhD, Expert Centre Chronic Fatigue, Radboud University Nijmegen
Medical Centre; Jos W. M. van der Meer, MD, PhD, Department of Internal
Medicine, Radboud University Nijmegen Medical Centre; Gijs Bleijenberg, PhD,
Expert Centre Chronic Fatigue, Radboud University Nijmegen Medical Centre, The
Netherlands

Correspondence: H. Knoop, Expert Centre Chronic Fatigue, Radboud University
Nijmegen Medical Centre, Postbox 9011, 6525 EC Nijmegen, The Netherlands.
Email: j.knoop@nkcv.umen.nl

First received 24 Feb 2008, final revision 28 Apr 2008, accepted 14 May 2008

Acknowledgements

Trial register number: ISRCTN27293439. Ethical approval was obtained from the human
ethics committee of the Radboud University Nijmegen Medical Centre. We thank the
patients who participated in the study and Thea Berends, Annemarie Gerritsen, Gerrie
van de Heijdt, Henriette Vermeer and Hein Voskamp for treating the patients in the guided
self-instruction condition, Carel Kruip, Tiny Fasotti and Lianne Vermeer for their assistance
in data collection, and Rogier Donders for statistical advice.

References

-

Chambers D, Bagnall A, Hempel S, Forbes C. Interventions for the treatment,
management and rehabilitation of patients with chronic fatigue syndrome/
myalgic encephalomyelitis: an updated systematic review. J Roy Soc Med
2006; 99: 506-20.

Deale A, Chalder T, Marks I, Wessely S. Cognitive behaviour therapy for
chronic fatigue syndrome: a randomized controlled trial. Am J Psychiatry
1997, 154: 408-14.

Sharpe M, Hawton K, Simkin S, Surawy C, Hackmann A, Klimes |, Peto T,
Warrell D, Seagroatt V. Cognitive therapy for chronic fatigue syndrome: a
randomised controlled trial. BMJ 1996; 312: 22—-6.

Prins JB, Bleijenberg G, Bazelmans E, Elving LD, de Boo TM, Severens JL,
van der Wilt GJ, Spinhoven P, van der Meer JW. Cognitive behaviour therapy
for chronic fatigue syndrome: a multicentre randomised controlled trial.
Lancet 2001; 357: 841-7.

Fukuda K, Straus SE, Hickie I, Sharpe MC, Dobbins JG, Komaroff A. The
chronic fatigue syndrome: a comprehensive approach to its definition and
study. Ann Intern Med 1994; 121: 953-9.

N

w

-

(3]

o

Prins JB, Bazelmans E, van der Werf S, van der Meer JWM, Bleijenberg G.
Cognitive behaviour therapy for chronic fatigue syndrome: predictors of
outcome. In Psycho-Neuro-Endocrino-Immunology. A Common Language for
the Human Body (eds T Sivik, D Byrne, DR Lipsitt, GN Cristodoulou,

H Dienstfrey): 131-5. Elsevier, 2002.

Vercoulen JHMM, Swanink CMA, Fennis JFM, Galama JMD, van der Meer
JWM, Bleijenberg G. Dimensional assessment of chronic fatigue syndrome.
J Psychosom Res 1994; 38: 383-92.

Knoop H, Bleijenberg G, Gielissen MFM, van der Meer JWM, White PD. Is a full
recovery possible after cognitive behavioural therapy for chronic fatigue
syndrome? Psychother PSychosom 2007; 76: 171-6.

Stewart A, Hays R, Ware J. The MOS Short Form General Health Survey:
reliability and validity in a patient population. Med Care 1988; 26: 724-32.

10 Jacobsen NS, Truax P. Clinical significance: a statistical approach to defining
meaningful change in psychotherapy. J Consult Clin Psychol 1991; 59: 12-9.

~N

0

o

1

-

Van Breukelen GJP. Ancova versus change from baseline: more power in
randomized studies, more bias in nonrandomized studies. J Clin Epidemiol
2006; 59: 920-5.

12 Cho HJ, Hotopf M, Wessely S. The placebo response in the treatment of
chronic fatigue syndrome: a systematic review and meta-analysis.

Psychosom Med 2005; 67: 301-13. e —
@ CONTENT
ONLINE

341


https://doi.org/10.1192/bjp.bp.108.051292

