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or chronic course and manifestations vary in length from hours. to
years. Recurrent brief neurasthenia (of a few days' duration) and
extended neurasthenia of two weeks' or more duration were opera
tionally described and have also been called prolonged fatigue Both
represent shorter manifestations than the three months required by
ICD-IO (WHO 1993).

In the WHO general health care study 8.7% of patients were
found to be suffering from neurasthenia and 8.7% from depressive
episodes, which represented the two most common psychological
disorders. Most studies also reported that 70% or more of the cases
of neurasthenia were associated with psychological disorders.

In the Zurich cohort study of a community sample, which
assessed morbidity through five interviews (each covering one year)
from the ages of 20 to 35, we found a longitudinal prevalence
rate of 4.3% for ICD·lO neurasthenia and 6.3% for extended (pro
longed) neurasthenia. Recurrent brief neurasthenia was observed
in a further 1l.4%, The prevalence in females was three to five
times higher than in males.

Most neurasthenic syndromes were found to lead to subjec
tive work and social impairment and to be associated with a
positive family history of the syndrome. The validity of several
neurasthenic subgroups can also be demonstrated by the degree
of suffering/distress, treatment seeking, prescribed medication and
diminished quality of life. Longitudinally ICD-I 0 neurasthenia was
associated in 78% of the cases with major depressive episodes
(especially with atypical major depression), with anxiety disorders
in 70% and with substance abuse in 12% of the cases.

The data support a descriptive approach for the definition of
the spectrum of neurasthenia from brief through extended to more
chronic forms and suggest that they should be analysed in their
complex association with all subgroups of psychological disorders.

59-3
DIAGNOSIS, ASSESSMENT AND MANAGEMENT OF
CHRONIC FATIGUE SYNDROME

Simon Wessely. Academic Dept ofPsychological Medicine King's
College School of Medicine & Institute of Psychiatry. Denmark
Hill. London. SE5 9RS. UK

In this paper I shall review the recent epidemiological studies on
the prevalence of chronic fatigue syndrome (CFS) in the general
population and primary care, concluding that it is by no means
uncommon, and is also a common cause of personal morbidity.
However, patients who present to doctors with the label of CFS are
less common, and also frequently present management problems.
I shall consider the current diagnostic criteria, when and how to
make the diagnosis of CFS, and what to do next. I will review the
limited number of investigations necessary, and then conclude with
a discussion of practical treatment strategies and the evidence to
support them.

(I) Sharpe M, Chalder T, Palmer I, Wessely S. Chronic fatigue
syndrome: a practical guide to assessment and management.
Gen Hosp Psych 1997; 19: 195-199.

(2) Wessely S, Hotopf M, Sharpe M. Chronic Fatigue and its
Syndromes. Oxford University Press, 1998
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CHRONIC FATIGUE SYNDROME, SEROTONIN AND DE
PRESSION: HOW STRONG THE LINK?

A.J. Cleare. Kings College School of Medicine and Dentistry. and
the Institute ofPsychiatry. London. UK

There is a high degree of co-morbidity between chronic fatigue
syndrome (CFS) and major depression (MD). Indeed, several
symptoms in the diagnostic criterill for the two conditions overlap.
However, there is now emerging data to suggest a neurobiological
distinction between CFS and MD. First, the consensus of studies
using neuropharmacological challenge tests reveal reduced central
serotonergic function in MD, consistent with the serotonin hypoth
esis of MD. In contrast, studies in CFS show the opposite effect,
with enhanced responses to serotonergic challenge, suggesting
enhanced central serotonergic function. Second, MD has long been
known to be associated with hypercortisolaemia and a range of
abnormalities related to hypothalamo-pituitary-adrenal (HPA) axis
overdrive. Emerging evidence in CFS points to a reduction in
HPA axis output, with low circulating cortisol levels, and abnormal
responses to dynamic testing of the HPA axis components. There is
now much evidence of an inverse link between cortisol levels and
serotonergic function; whether serotonergic abnormalities cause the
HPA axis changes or vice versa is not yet known. However, since
low cortisol levels lead to fatigue and other symptoms in Addisons
disease, we tested the hypothesis that low cortisol levels in CFS
were related to some symptomatology by giving low-dose cortisol
replacement with 5 mg or 10 mg of hydrocortisone in a randomised
double blind placebo controlled crossover. Both doses of cortisol
led to significant improvements in fatigue and disability, suggesting
that low cortisol levels may be a significant factor in maintaining
symptoms in CFS.

Dr Cleare is supported by the Linbury Trust.
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A COGNITIVE BEHAVIOUR FORMULATION AND TREAT
MENT OF CHRONIC FATIGUE SYNDROME

M. Sharpe. University ofEdinburgh. UK

A variety of treatments have been tried for chronic fatigue syn
drome. The only one to be shown to be efficacious in replicated
randomised controlled trials is rehabilitative cognitive behaviour
therapy (CBT).

The cognitive behavioural model emphasis the interaction of
patient beliefs, emotional arousal and physiological disturbance
within an interpersonal context. Particular importance is paid upon
the belief that activity will be harmful and on the behavioural
change of stabilising and increasing activity.

To date there have been three randomised controted trials of
CBT published and one of a behavioural (exercise) programme.

The first of these by Lloyd et al. used a brief CBT and did not
find this to be superior to good medical care. The next study by our
own group used an intensive sixteen session cognitive behaviour
therapy with a strong emphasis on rehabilitation and found a
clinically and statistically significantly greater improvement in the
functioning of patients who had received this treatment from that
obtained by routine medical care. It is of considerable interest that
the patient improvement was gradual and persisted after therapy
had been completed. These results were substantially replicated in
a further trial by Deale et al. which compared a similar form of
cognitive behaviour therapy with time matched relaxation.

More recently Fulcher et al. have shown that graded aerobic
exercise (accompanied by a considerable explanation and support)
is also superior to simple flexibility exercises.
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The mechanism role and future development of cognitive be
haviour approaches to chronic fatigue syndrome is discussed.
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510·1
EFFECTS OF ADEQUATE LITHIUM PROPHYLAXIS ON SUI
CIDALITY AND MORTALITY OF PATIENTS WITH AFFEC
TIVE DISORDERS: RETROSPECTIVE AND PROSPECTIVE
STUDIES

B. Muller-Oerlinghausen 0, B. Ahrens. Research Group Clinical
Psychopharmacology and Lithium Clinic Berlin; Dept. of Psychi·
atry. Freie Uniuersitat Berlin. Germany

Based on serotonin-agonistic and antiaggressive effects of lithium,
both well-documented in animals and humans, we hypothesized
that properly performed lithium long-term medication might have
specific antisuicidal effects. Support for this assumption came
from our findings that in a high risk group of the Berlin lithium
clinic suicidal behaviour was significantly higher in patients having
discontinued lithium than in those with regular uninterrupted med
ication. In the context of a large prospective multi-centre German
study (MAP), in which patients were allocated at random to
either lithium, carbamazepine or amitriptylin long-term treatment,
it could be demonstrated that suicides and parasuicides occurred
exclusively in the non-lithium groups.

Since death due to suicide is the most important cause of the
2-3 times elevated mortality of patients with affective disorders,
a reduction of suicidal behaviour should result in a lowering of
the excess mortality. Such an effect of lithium long-term treatment
could be shown by various groups, e.g. Coppen in the U.K. and
Nilsson in Sweden, but has been particularly demonstrated by the
large collaborative study of IGSLi. It could be shown in a large
international patient group equalling 5,600 patient years that the
mortality during lithium long-term treatment is normalized, i.e. is
no more different from the normal population, and that it rises
again when lithium is discontinued. Such an effect has not been
demonstrated so far for any other alternative prophylactic treatment
in affective disorders.

It is concluded that lithium should remain the prophylactic agent
of first choice, particularly in patients with a history of suicide
attempts and that doctors should be extremely cautious when
considering a discontinuation of lithium in alleged non-responders.

510·2
WHO PROGRAMME ON THE PREVENTION OF SUICIDE:
A GLOBAL INFORMATION NETWORK FOR MONITORING
SUICIDE TRENDS

1M. Bertolote. Mental Disorders Control. Division of Mental
Health and Prevention of Substance Abuse. World Health Orga
nization. Geneva. Switzerland

This paper will describe the WHO global information network
for monitoring suicide trends, as part of its programme on the
prevention of suicide. The components and procedures will be

described in detail, as well as the way of accessing the appropriate
information through the internet.

Updated information obtained and provided by the network will
be presented and discussed.
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ARE THERE BIOLOGICAL PREDICTORS OF SUICIDE?

L. Traskman-Bendz°, G. Engstrom, H. Eriksson, M. Lindstrom, A.
Westrin. University Hospital. 80221 85 Lund. Sweden

Studies of biological factors related to suicidal behaviour have
so far revealed two current lines of correlational evidence:
monoamines and other factors related with the hypothalamic
pituitary-adrenal (HPA) axis. When evaluating biochemical studies,
there are several confounding factors to be considered. Apart from
questions dealing with definitions of suicidal behaviour, suicidality
needs to be disentangled from diagnostic issues. Original findings
of high cortisol levels in body fluids or low concentrations of
the serotonin metabolite 5-hydroxyindoleacetic acid (5-HIAA) in
cerebrospinal fluid (CSF) were shown in studies of patients with
depressive disorders. The most marked deviances of serotoner
gic measures have since then been found in depressed patients
with recent suicide attempts or who later presented with suicidal
behaviour. It is self-evident that monoamines are affected by
psychotropic drugs. Hence, study populations should be drug-free.
This in tum leads to extremely selected patient materials, from
which it becomes difficult to draw general conclusions. In our view,
the very issue of wash-outperiods therefore needs to be studied.

Biological parameters vary during the day, month (menstrual
period) and season. Also there could be correlates with sex and
body height. Furthermore, being aware of the impact of diet
on monoamine metabolism, researchers run into apparent prob
lems when interpreting their results. A careful approach is thus
needed when searching for biological markers predicting suicidal
behaviour.

Evidently, we have not yet reached the stage for introducing
biological factors in clinical routines for evaluation of suicidal
behaviour. Bearing in our minds that there are indeed markers for
different phenomena in somatic illnesses, we hopefully will find
markers in psychiatry. Maybe by use of challenge paradigms or
brain imageing we will be successful.

510·4
THE FALL DOWNS OF THE WHOIEURO MULTICENTRE
STUDY ON PARASUICIDE

A. Schmidtke1,2 0, D. De Le02, U. Bille-Brahe2, P. Crepet, H.
Hjemeland, A. Kerkhoj2, K. Michel, I. Querejeta, B. Temesvary,
E. Salander-Renberg, 1 Sampaio-Faria, D. Wasserman. 1Dept. Psy
chiatry. University Wurzburg; 2Steering Group ofthe WHOIEURO
Multicentre Study on Parasuicide. Germany

The WHOIEURO Multicentre Study on Parasuicide was introduced
in the frame of the WHO programme "Health for all by the year
2000". In this programme the European region of WHO identified
the prevention of suicidal behaviour as a main target. As part of the
action in the implementation of target 12 of the WHO European
strategy the project was designed to collect comparative data on
rates and trends in attempted suicide in various European countries;
epidemiological data, data about special risk groups, data about
precipitating and causal factors as well as the use of services. In
1989, 16 centres in 13 European countries started to assess "real"
suicide attempt rates and trends as well as the epidemiology of
suicide attempts. The study as a whole increased the awareness
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