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Summary

Chronic fatigue syndrome (CFS) is a
chronic illness characterised by al
least sixv months of debilitating fatigue
and associaled non-specific symploms.
Depression is seen in many of the
patients, although the features often
differ from other patients with depres-
sion. Many efforts have been made to
identify a chronic virus infection as
cause of the syndrome — however, no
unequivocal evidence exists for persis-

tent virus infection. The prominence of

muscle pain led many to conclude that
CFS is a muscle disorder, but various
studies have disproved this hypothesis.
A hypothalamic dysfunction, particu-
larly involving 5-hydroxy tryptamine
melabolism, is postulaled. A study was
undertaken to determine the prevalence
of the fibromyalgia syndrome (FMS)
and major depression in patienls who
JSulfil the CDC criteria for CFS. It was
Jound that CFS has a high prevalence
among young patients and is _frequent-
ly a long standing problem. Doctors
should be aaware of the high prevalence

of depression in these patients. None of

the FMS paltients were previously cor-
rectly diagnosed, confirming an
alarming lack of knowledge of this
common condilion among doclors.
Trigger poinis cause referred pain in
many different anatomical areas —
these patients undergo numerous
unnecessary investigations and proce-
dures. This could have been managed
at primary care level with the empha-
sis on compassionate holistic care. The
recognition of FMS in CEFS patients
has imporiant economic implications.
CFS, FMS and major depression prob-
ably share a similar neurochemical
background, although there are clinical
and therapeutic differences.
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INTRODUCTION

Chronic Fatigue Syndrome (CFS) is a
chronic heterogeneous disorder of
uncertain etiology characterised by at
least six months of debilitating fatigue
and associated non-specific symptoms,
eg, fatigue and myalgia. Some of these
symptoms are also seen in psychiatric
illness and CF'S is often associated
with marked impairment of functional
health status. To reduce the diagnostic
confusion surrounding the syndrome
ol chronic fatigue and to produce a
rational basis for evaluation of pa-
tients, the United States Centres for
Disease Control (CDC) developed a
consensus case definition which
focused on fatigue as an essential [ea-
ture of the syndrome (Table 1)
(Holmes et al, 1988).

The CDC criteria (Holmes et al, 1988)
exciude all patients with a history of or
present psychiatric illness and were not
developed for clinical practice but for
research purposes.'”

The International Chronic Fatigue
Syndrome Study Group has recently
published a revised case definition of
the CF'S as well as guidelines for the
clinical evaluation of fatigued persons.”
In this revised model all physical signs
were dropped from the inclusion crite-
ria because it was agreed that their
presence had been unreliably docu-
mented in past studies. The required
number of symptoms was decreased
from 11 to eight. The following psychi-
atric conditions presently exclude the
diagnosis of CF'S: Past or current major
depressive disorder with psychotic or

TABLE |: Diagnostic criteria for CFS
(Adapted from Holmes et al, 1988)

Major criteria (both required for diagnosis)

* New onset of fatigue causing 50% reduction in activity for at least six months.

* Exclusion of physical and all psychiatric conditions producing similar symptoms.

Minor criteria

Presence of eight of the || symptoms listed, or six of the || symptoms and two of the

three signs listed.

Symptoms

I.Muscle discomfort or myalgia.
2. Migratory arthralgia.

3. Generalised headaches.

4. Generalised muscle weakness.
5.Sleep disturbances.

6. Neuropsychiatric symptoms.

7.Prolonged fatigue after previously easily tolerated exercise.

8. Mild fever or chills.

9.Recurrent sore throat.

10. Painful cervical or axillary lymph nodes.
I'1. Rapid onset of symptom complex.

| Signs

I. Low grade fever (37,6-38,6°C).
2. Non-exudative pharyngitis.

3. Palpable or tender cervical or axillary lymph nodes (<2cm).

Chronic symptoms ofter

develop after an acute

pyrexial iliness.

Viral infection may act a

a trigger.

SA FAMILY PRACTICE 15

JANUARY 199



melancholic features; bipolar affective
disorders; schizophrenia; delusional
disorders; dementia; substance abuse.
Patients with ‘milder forms’ of psy-
chopathology, eg, generalised anxiety
and panic disorder, somatoform disor-
der, ete, are included in the deflinition
ol CFS.

Many of the patients develop their
chronic symptoms alter an acute pyrex-
ial illness and it has also been called
post-viral fatigue syndrome. Many
elforts have been made to identify a
chronic virus infection as cause of the
syndrome — however, in well controlled
studies no unequivocal evidence exists
for persistent viral infection in this dis-
order.’ Acute viral infections may act as
a trigger in some patients but it is not
true for all patients, and the term ‘post-
viral fatigue syndrome’ is best avoided.
Immune activation has been reported in
patients.’ Abnormalities in both hume-
ral and cellular immunity have been
demonsirated and reduced natural
killer cell function is perhaps the most
consistently reproducible immuno-
logical abnormality.’

CFS is by no means a new condition
and the first well documented ‘epidem-
ic’ of this disorder occurred in Iceland
in the 1930s at which time it became
known as Icelandic Disease. In the mid-
1950s a large number of healthcare
workers employed in the Royal Free
Hospital, London, developed an acute
flu-like illness which was followed by a
prolonged period of fatigue and muscle
pain.’

The prominence of muscle pain led many
to conclude that CFS is a muscle disor-
der, but studies by Edwards et al have
firmly established that patients have cen-
tral subjective fatigue and not a myopath-
ic disorder.” A hypothalamic dysfunction,
involving 5-hydroxy-tryptamine metabo-
lism, is postulated and results of objec-
tive laboratory studies have shown
possible upregulation (increased sensiti-
vity) of central 5-hydroxy-tryptamine
receptors in CFS patients.”

Most psychiatric studies on CFS
patients have reported a greater level of
psychiatric morbidity in CFS patients
than controls with a high prevalence of
major depression as well as a past his-
tory of psychiatric disorder, in particu-
lar mood disorders.” Such findings do
not necessarily imply psychological
aetiology and patients themselves are
mostly less willing to associate their
condition with psychological disorders.
Although psychiatric disorders may
confer some susceptibility to the deve-
lopment of CFS, depression is associa-
ted with many chronic diseases and is
often missed in physically ill patients.”

However, there exists a subset of
patients with CFS with no psychiatric
diagnosis and nearly 25% of patients in
a series reported by Wesseley and
Powell had no other features of depres-
sion or other psychiatric disorder.®
There may also be pathophysiological
differences between CFS and primary
depression and the evidence suggestive
of possible upregulation of hypothala-
mic serotonin receptors in CFS pa-
tients, was not found in a control group
of patients with primary depression.”

Fibromyalgia syndrome (FS) has
symptoms similar to CFS, especially
myalgia, fatigue and neuropsychiatric
symptoms, and may share a common
pathophysiology.” S has been esta-
blished as a distinctive diagnosis in the
World Health Organisation’s disease
classification, ICD-10 and is supposed
to be the most common cause of wide-
spread musculoskeletal pain." A recent
prevalence study indicated that it
affected 3,4% of women and 0,5% of
men.

FS is described by the American
College of Rheumatology in its classifi-
cation criteria of 1990 and the core fea-
tures are generalised pain with
evidence of a widespread local tender-
ness.' Pain is considered widespread
when all of the following are present:
pain in both sides of the body and pain
above and below the waist. In addition,
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axial skeletal pain must be present
(cervical spine, anterior chest, thoracic
spine, low back). Widespread local ten-
derness is manifested in pain at a mini-
mum of 11 anatomically defined tender
points. These criteria have a diagnostic
sensitivity of 88,4% and specificity of
81,1%." See Figure 1.

Apart from the core features, a number
of other characteristic features are pre-
sent in the majority of patients: fatigue,
non-refreshing or disturbed sleep,
headaches, cold sensitivity, restless legs,
paraesthesiae, irritable bowel syndrome,
irritable bladder, etc.'” The syndrome
thus encompasses a heterogeneous
number of symptoms and no laboratory
data are of any diagnostic significance.
Although the aetiology and pathophysi-
ology is unknown, the majority of
patients shows a non-REM stage 4 sleep
anomaly.” This abnormality may be
related to the lower levels of the sero-
tonin metabolite, 5-hydroxy-indole
acetic acid, in the cerebrospinal fluid of
patients with FS,'»*

The non-REM sleep abnormality
described in patients with F'S has also
been reported in patients with CFS and
patients complain of unrefreshing sleep
(‘non-restorative’), being sleepy during
day time and having muscle aches."

Depression is very common in the ge-
neral population. The present classifica-
tion includes the syndrome of ‘major
depression’ — namely presence of
depressed mood or loss of interest and
pleasure with four or more of seven con-
comitant symptoms, namely loss or
increase of appetite and weight, insomnia
or hypersomnia, retardation or agitation,
fatigue, feelings of inappropriate guilt or
worthlessness, impaired concentration,
thoughts of suicide.” The minimum dura-
tion of the disorder should be two weeks.

Other forms of depression include
depressive episodes which do not reach
the thresholds for major depression and
lifelong mild fluctuating depression
(dysthymia)."

FIGURE |: American College of Rheumatology Criteria

I8 tender point sites

The purpose of this study was Lo deter-
mine the prevalence of the fibromyalgia
syndrome (FS) and major depression in
patients who fulfil the CDC criteria for
chronic fatigue syndrome (CE'S).

METHODS

One hundred and two referred patients
who fulfilled the CDC criteria for CI'S
were included in the study. Patients with
a history of the following psychiatric dis-
orders were excluded from the study:
psychotic depressive disorder, bipolar
alfective disorder, schizophrenia, and
substance abuse.

A thorough physical examination and
urine-analysis was done on every patient
to exclude physical conditions which
may cause similar symptoms. Labora-
tory screening included full blood count,
erythrocyte sedimentation rate, liver
enzymes, calcium, glucose, blood urea
and electrolytes, thyroid-stimulating hor-
mone. Routine performance of other
screening tests is of no proven value.”
The study was done on mainly referred
patients and most of them had received
extensive laboratory testing in the pre-
ceding months — the tests were then not
repeated.

SA FAMILY PRACTICE

Recognition of depression
is very important - it, for
example, changes

management.

High prevalence amongst

young people.

17 JANUARY 1996




Patients had to fulfil both major and
eight of the 11 minor symptom criteria
of CFS (See Table 1). The minor physi-
cal criteria (‘signs’, Table 1) were not
used in this study, as these criteria have
to be documented on at least two occa-
sions at least one month apart and are
impractical in a study with referred
patients. These criteria are also subjec-
tive and low in prevalence.”

The 102 patients were seen over an 11
month period (November 1992 to
September 1993) by the same examiner
and were evaluated for:

1. Current major depression according
to the DSM III (R) criteria.

The diagnosis was based on a direct
interview for the main specific symp-
toms of depression which has been
described as the best method for the
family practitioner to diagnose depres-
sion.”

2. Current FS according to the 1990
American College of Rheumatology
Critiera.

For a tender point to be considered posi-
tive, the patient had to state that digital
palpation with a pressure of + 4kg/cm® at
the mentioned anatomical sites, was
painful. This is approximately the pres-
sure required to blanche the blood from
the thumbnail. The control areas used in
this study were the patients’ forehead
and thumbnail.

The scoring system for grading the
severity of tender points (Tender Point
Index)" was not used in this study
because changes in the patients’ condi-
tion and response to therapy were not
recorded.

RESULTS

Thirty males and 72 females were
included in the study. The mean age of
the study population was just less than
40 years (Figure 2).

TABLE 2: Major depression
DSM Il (R) criteria (adapted by Paykel’)

At least five of the following of which one is depressed mood or

loss of interest > 2 weeks.

° Depressed mood

¢ Loss of interest or pleasure

e (Change in appetite and weight

e Insomnia or hypersomnia

e Psychomotor agitation or retardation
e Fatigue

e Inappropriate guilt, worthlessness

e Impaired concentration

e Suicidal thoughts

TABLE 3: Fibromyalgia Syndrome
American College of Rheumatology Critieria (1990)

I. A history of widespread pain (>3 months)
* Above and below the waist
*+ Both sides of the body

» Axial skeletal pain

2. + Pain to be present in at least | | of the following |8 (bilateral)
tender point sites.

* Occiput (suboccipital muscle insertions).

* Low cervical (anterior aspects of the intertransverse spaces at
C5-C7.

* Trapezius (midpoint of the upper border).

= Supraspinatus (at origin above the spine of the scapula).
» Second rib (at the second costo-chondral junction).

* Lateral epicondyle (2cm distal to the epicondyles).

* Gluteal (upper outer quadrants of buttocks in anterior fold of
muscle).

* Greater trochanter (posterior to the prominence).

* Knee (at the medial fat pad proximal to the joint line).
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The mean duration of symptoms was
more than three years, varying from six
months to a maximum of 22 years
(Figure 3).

A high prevalence of current major
depression was found, particularly in
the male group (Figure 4).

A significant finding was that 92% of the
patients fulfilled the criteria for FS -
this was particularly prevalent in the
female group (Figure 5).

In the FS patients as a group, just less
than 40% also fulfilled criteria for cur-
rent major depression (Figure 6).

DISCUSSION

The mean age of the patients in this
study (males 39,7 years; females 39,1
years) confirms the high prevalence of
CFS among young patients.

The female:male ratio in this study with
referred patients was 2,4:1. In a study
with unselected patients the ratio was
1,8:1,0.

The mean duration of symptoms was
more than three years, illustrating the
chronic nature of this problem. The
tenacity of the fatigue can be very
severe and in a study by Komaroff, the
mean duration of symptoms was nearly
six years."

Current major depression was diag-
nosed in 44% of the patients. The diag-
nosis of major depression is often
overlooked and many of the patients
are treated for physical complaints. The
possible co-morbidity of depression in
CFS patients should always be
explored, because it alters the manage-
ment. Accurate recognition of depres-
sion in general practice depends
primarily on the skill of the doctor as
interviewer.”” Recognition of depression
can be achieved within routine consul-
tations, but it is often necessary to set
aside additional time.

Certain doctors are more likely to

Figure 2

Patients with Chronic Fatigue Syndrome
Mean Age
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Kales {n = 30) Range 17-56 years

Females (n = 72) Range 1283 years

Figure 3
Patients with Chronic Fatigue Syndrome
Mean Duration of Symptoms

35—

e
25

2 i . 1 3,12 years
15
05 —" -

£ = . e -

Males (n = 30) Range: 6 months - B years  Females {n = 72) Range: E months - 22 ye  ars

Figure 4

Patients with CFS Fulfilling DSM IIIR
Criteria for current Major Depression
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Females (n=72)
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recognise depression — those who make
more eye contact with the patient, who
don’t interrupt the patient and are good
listeners."™'" The teaching of interview-
ing skills should concentrate on show-
ing empathy, how to tolerate and use
silence and to notice non-verbal beha-
viour."

Of the patients in this study, 92% ful-
filled the criteria for FS. No other study
could be found in the literature where
this specific relationship was investiga-
ted with the same diagnostic criteria.
None of the patients in this study was
previously correctly diagnosed as IS,
illustrating a severe lack of knowledge
of this condition among doctors.

It was also found that 39,4% of the
patients with FS also fulfilled the DSM
IR eriteria for current major depres-
sion. Despite the increased prevalence
of depression in FS patients, the major-
ity of patients did not meet criteria for
major depression. Recent studies have
demonstrated no differences between
FS and rheumatoid arthritis patients
concerning the prevalence of depres-
sion.” This data therefore does not
support a psychopathology model as a
primary explanation of the symptoms
of FS. However, the presence of a psy-
chiatric disorder is relevant in that
patients with F'S and a psychiatric his-
tory have significantly more somatic
symptoms.” These data do not rule out
the possibility that psychological fac-
tors are important in the development
and maintenance of F'S.

CONCLUSION

All the patients in this study fulfilled
either the F'S or major depression crite-
ria or both. This finding has important
implications as both these conditions
can mostly be managed satisfactorily at
a primary care level.

The recognition of depression and FS
in patients with CFS is of great eco-
nomic importance. This will eliminate
unnecessary special investigations and

Figure 5

Patients with CFS Fulfilling

FS Criteria

inappropriate therapy — both costly and
frustrating to patients. The awareness
of primary healthcare workers for 'S
and depression should be improved.

Both CFS and FS share some overlap of
symptoms with major depression and
may share a similar neurochemical
background, but there are, however,
also distinct clinical and therapeutic
differences.

The great similarity of the clinical
symptomatology of CFS and FS in this
study suggests a closely related or per-
haps identical pathophysiological
mechanism.

(The clinical presentation and manage-

The chronic nature was

clearly illustrated.

Co-morbidity of
depression should always

be explored.

Figure 6

Patients with FS Fulfilling DSM IlIIR
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ment of patients with Fibromyalgia syn- Lancet. 1993;342:906-8.
drome will be reviewed in an article by 11. Wolfe F, Smythe HA, Yunus MB, et al. The

American College of Rheumatology 1990 crite-

ria for the classification of fibromyalgia.

Arthritis and Rheumatism. 1990; 33(2): 160-71.
12. Rothschild BM. Fibromyalgia: An explana-

the same author in a future edition of
SA Family Practice.)
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The College of Medicine of South Africa has much pleasure in announcing that Dr Derek Peter Gordon-
Smith of Johannesburg has been elected President of the College for the triennium 1995 to 1998.

Dr Gordon-Smith will, during his term of office, be supported by the following honorary officers and
members of council:

Vice Presidents: Prof JR van Dellen and Prof AD Rothberg.

Chairman: Examinations and Credentials Committee: Prof AD Rothberg.
Honorary Treasurer: Dr S Whittaker.

Honorary Registrars: Prof PC Bornman and Prof DF Morrell.

Honorary Editor: Dr M Haus.
Honorary Librarian: Prof SL Sellars.

Immediate Past President: Dr RBK Tucker.

Members of Council: Prof SR Benatar, Prof HM Coovadia, Prof HS Cronje, Dr CH Daniel, Prof DJ du
Plessis, Prof EHW Erken, Prof VU Fritz, Dr SN Furman, Dr R Glyn Thomas, Dr PS Hartley, Prof RE
Kirsch, Dr WGJ Kloeck, Prof BG Lindeque, Prof JF Lownie, Prof A Madaree, Prof EL Mazwai, Dr JJ
Moar, Prof PK Mokhobo, Prof J Moodley, Prof DJM Ncayiyana, Prof WM Pick, Prof JV Robbs, Prof GJ
Rossouw, Prof AT Scher, Prof BLW Sparks, Prof AA Stulting, Prof AJ Tiltman and Prof T Zabow.

The Chairman of the Finance and General Purposes Committee will be announced early in 1996.
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