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every epidemic include headache, unusual muscular pains
(which may be severe), lymphadenopathy-often of the
posterior cervical lymph nodes-and low-grade fever.2 3 In a
minority of cases frank neurological signs can be detected by
careful clinical examination: there may be nystagmus, diplopia,
myoclonus, bulbar weakness, motor weakness, increased or
decreased tendon reflexes, disturbances of the sphincters, and
extensor plantar responses.27 Fasciculations, cranial nerve
lesions, and extrapyramidal signs have also been reported.
Most patients complain of paraesthesiae, and sensory loss is
common."4 One characteristic feature of the disease is
exhaustion, any effort producing generalised fatigue. Often
there are psychiatric abnormalities, especially emotional
lability and lack of concentration.1- 3 4The clinical outcome
may take any of three courses: some patients recover com-
pletely, some follow a relapsing course, and some are
permanently incapacitated.3
At a symposium held recently at the Royal Society of

Medicine to discuss the disease and plan research there was
clear agreement that myalgic encephalomyelitis is a distinct
nosological entity. Other terms that have been used to describe
the disease were rejected as unsatisfactory for various reasons:
the cardinal clinical features show that the disorder is an
encephalomyelitis; "Iceland disease" is not specific enough;
and "neuromyasthenia" suggests a relation to myasthenia
gravis whereas the muscle fatigability is different, as are
the electrophysiological findings.8 Indeed, the exhaustion and
tiredness are similar to that described by patients with multiple
sclerosis.9 From the patient's point of view the designation
benign is also misleading, since the illness may be devastating.
Originally the term was used because no deaths had been
recorded from myalgic encephalomyelitis. Two patients who
had had the disease have now been examined post mortem:
one was found to have multiple sclerosis. The adjective
epidemic is correct, since most cases occur in an epidemic, but
the disease may be endemic, and sporadic cases may occur. 10-12
Some authors have attempted to dismiss this disease as

hysterical,'13 but the evidence now makes such a tenet un-
acceptable. Some purely psychiatric symptoms may well
occur, particularly in patients entering the -chronic phase.
No doubt, too, in an epidemic some hysterical persons will
simulate the symptoms of the disease. Nevertheless, the
organic basis is clear-from the finding that the putative
agent can be transferred to monkeys14; the detection of an
increased urinary output of creatine2 1"; the persistent finding
of abnormal lymphocytes in the peripheral blood of some
patients'6; the presence of lymphocytes and an increased
protein concentration in the cerebrospinal fluid of occasional
patients3; and the neurological findings. At this symposium
more evidence was produced to support the organic nature of
the disease. Increased serum concentrations of lactic de-
hydrogenases and transaminases have been found in several
patients examined during the acute attack. In a recent out-
break in London immunological studies showed a high
incidence of serum anticomplementary activity and the
presence of ill-defined aggregates on electron microscopy of
acute-phase sera.'7 A perplexing finding, suggesting the
possibility of a persistent virus infection, was the ability of
lymphocytes from patients to proliferate and survive in vitro
for up to 19 weeks. The results of electroencephalographic
studies were also stated to be abnormal, confirming other
reports.'0
We still know nothing about the nature and cause of

epidemic myalgic encephalomyelitis, but outbreaks are still
occurring. Future epidemics should be studied by a col-

laborative team of neurologists, epidemiologists, virologists,
and immunologists. Its findings would be important not only
for the study of epidemic myalgic encephalomyelitis but also
for other neurological disorders, including multiple sclerosis.
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Respiratory complications of
rheumatoid disease
The known respiratory complications of rheumatoid disease
include diffuse pulmonary fibrosis,1 2 lung nodules with3 and
without4 pneumoconiosis, pleural effusions and fibrosis,5
increased susceptibility to respiratory infections,6 airways
obstruction,6 cricoarytenoid arthritis,7 and pulmonary
arterial obstruction.8 Estimates of the frequency of these
respiratory complications in patients with rheumatoid arthritis
have varied from 1-6% when based on radiographic
appearances alone9 to over 45%0 when lung function tests
were combined with chest x-ray films.'0
The diffuse pulmonary fibrosis of rheumatoid arthritis is

twice as common in men as women and may precede joint
changes in 15-20%/0 of affected patients. The common appear-
ances on the chest film are of non-specific diffuse bilateral
shadows in the lower zones (as in other forms of fibrosing
alveolitis), though pleural changes are seen more often in
patients with rheumatoid disease. The histological picture may
include specific rheumatoid features such as fibroblast
pallisading with hyaline and necrotic collagen as well as the
alveolar wall fibrosis and desquamation of alveolar cells
common to other forms of fibrosing alveolitis.

Initially these changes may produce no symptoms; by the
time the chest film has become abnormal patients usually have
breathlessness and cough with finger clubbing and basal
crepitations. Again, lung function tests may show no abnor-
mality in asymptomatic patients, but there is usually a restrictive
ventilatory defect with reduced gas transfer when symptoms
are present. Recent studies have shown impairment of carbon
monoxide diffusing capacity in patients without symptoms"
and in others with normal chest x-ray films.'2 Such changes
could be due either to alveolar wall fibrosis or to airways
obstruction with gas trapping. Pulmonary fibrosis has been
reported'3 from the use of gold treatment. In one series halfthe
patients with pulmonary fibrosis and rheumatoid arthritis had
abnormal alpha,-antitrypsin phenotypes associated with
reduced serum tryptic inhibitory capacity.14

Caplan3 first described small multiple peripheral lung
nodules in coal workers with pneumoconiosis and rheumatoid
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arthritis. Similar nodules have since been recognised in
patients with rheumatoid arthritis exposed to dusts in potteries,
sandblasting, and iron and brass foundries, and (rarely) after
exposure to asbestos.2 These nodules may precede, accompany,
or follow the onset of joint symptoms; they are smaller (1-2
cm diameter), more generalised in distribution, and earlier in
onset than progressive massive fibrosis (PMF). They may also
be distinguished histologically from PMF by the presence of a
layer of histiocytes surrounding the central area of necrotic
collagen. The nodules may remain quiescent or heal by
fibrosis. Occasionally they become infected or calcify, and
rarely cavitation and rupture may cause haemoptysis or a
pneumothorax. On rare occasions single or multiple lung
nodules, varying in diameter from 1 to 5 cm or more, may
develop in patients with rheumatoid arthritis without dust
exposure. These are twice as common in men and are usually
associated with the presence of subcutaneous rheumatoid
nodules. They may undergo changes similar to the Caplan
nodules.

Pleural effusions in rheumatoid disease are usually small and
unilateral. They may be persistent or recurrent; and again
they may precede the onset of arthritis. These effusions are up
to four times more common in men than women. A clear,
opalescent exudate with a low glucose content (1 65 mmol/l,
30 mg/100 ml) and a high lactic dehydrogenase concentration
are typical findings, but occasionally the fluid may be chylous.
Pleural biopsy specimens usually show non-specific fibrosis,
but rarely rheumatoid nodules may be recognised. Recurring
pleural effusions have also been described'6 associated with
intrapulmonary shadows and pericarditis.
The presence of airways obstruction in patients with

rheumatoid arthritis has not attracted much comment, though
cases have been recognised in most series of patients with
respiratory complications of rheumatoid disease. In a recent
study at least 30% of patients with normal chest radiographs
and rheumatoid arthritis had airflow obstruction7; and
progressive airway obliteration, mainly affecting the bron-
chioles, has been recognised in a number of patients.'7 This
latter condition, presenting as breathlessness with airflow
obstruction and air trapping, was rapidly fatal in five out of six
patients despite treatment. Chest films showed overinflation
without pulmonary fibrosis. Acute and chronic bronchitis,
bronchiectasis, and pneumonia are more frequent in patients
with rheumatoid arthritis than in controls with degenerative
joint disease.6 Possibly patients with rheumatoid disease may
react abnormally to inflammation from various causes, tending
to progress to fibrosis with damage to alveoli or airways14 16;
and individuals with abnormal alpha,-antitrypsin phenotypes
showing reduced tryptic-inhibitory capacity might suffer
increased tissue damage and subsequent fibrosis.'4 Abnormali-
ties of T cell function, present in patients with rheumatoid
arthritis,"7 have also been cited. as a possible underlying
mechanism leading to impaired defences to viral infections and
subsequent progressive lung damage.'6 Possibly, too, res-
piratory infections might sometimes act as a trigger for the
initiation of rheumatoid disease through inherited immuno-
deficiency.'4

Laryngitis may be associa-ted with damage to the crico-
arytenoid joints in rheumatoid disease, when it presents with
dyspnoea, stridor, and hoarseness. Rarely patients with
rheumatoid arthritis may develop pulmonary hypertension
caused by obliterative hypertrophy of the vascular intima of
the pulmonary arteries without associated alveolar fibrosis, and
affected patients often have Raynaud's phenomenon of similar
aetiology.

The results of treatment of these many respiratory complica-
tions of rheumatoid disease are unrcwarding. Laryngitis may
improve with corticosteroids, but tracheostomy is often
necessary. Drugs may suppress pleural effusions and lung
nodules, but the results of treating fibrosing alveolitis with
corticosteroids in rheumatoid disease have been disappointing,
and the lung changes may often accelerate after withdrawal of
these drugs.18 Treatment with compounds aimed at reducing
the formation of fibrous tissue in rheumatoid disease is under
evaluation.

I Ellman, P, and Ball, R E, British Medical_Journal, 1948, 2, 816.
2 Scadding, J G, Proceedings of the Royal Society of Medicine, 1969, 62, 227.
3Caplan, A, Thorax, 1953, 8, 29.
4Christie, G S, Australasian Annals of Medicine, 1954, 3, 49.
5 Walker, W C, and Wright, V, Annals of the Rheumatic Diseases, 1967, 26,

467.
6 Walker, W C, Quarterly J7ournal of Medicine, 1967, 36, 239.
Hart, F D, British Medical_Journal, 1966, 2, 131.

8 Gardner, D L, et al, Scottish Medical Journal, 1957, 2, 183.
Walker, W C, and Wright, V, Annals of the Rheumatic Diseases, 1969, 28,

252.
0 Talbott, J A, and Calkins, E, J7ournal of the American Medical Association,

1965, 189, 911.
11 Frank, S T, et al, Chest, 1973, 63, 27.
12 Whorwell, P J, Wojtulewski, J A, and Lacey, B W, British Medical Journal,

1975, 2, 175.
13 Geddes, D M, and Brostoff, J, British Medical Journal, 1976, 1, 1444.
14 Geddes, D M, et al, Lancet, 1977, 2, 1049.
1 Beck, E R, and Hoffbrand, B I, Annals of the Rheumatic Diseases, 1966,

25, 459.
16 Geddes, D M, et al, Quarterly Journal of Medicine, 1977, 46, 427.
17 Maini, R N, et al, in Infection and Immunology in the Rheumatic Diseases,

ed D Dumonde, p 579. Oxford, Blackwell, 1976.
18 Crofton, J, and Douglas, A, Respiratory Diseases, p 626. Oxford, Blackwell,

1975.

"How long will it last,
doctor?"
Today new forms of radical treatments rarely come into
general use without preliminary testing with carefully con-
trolled clinical trials. Nevertheless, new methods of palliation,
especially those that relieve pain, are not always evaluated so
carefully.
A recent example 'is the uncritical acceptance of coronary

artery bypass surgery for relieving angina pectoris. Though this
treatment usually cures the angina, it does nothing to the
underlying disease and prolongs the life of only a small
proportion of patients with one particular anatomical variety
of coronary atherosclerosis.' We may make precisely the same
criticisms of femoropopliteal bypass surgery for intermittent
claudication. This treatment has never been tested in a properly
conducted clinical trial; so that, while the surgeon can tell the
patient that the operation, if technically successful, will cure
his intermittent claudication, no one knows whether it will
prolong the life of his leg or how long the cure will last.

Long-term follow-up studies of patients who have had
peripheral arterial surgery are difficult to arrange, largely
because of the high mortality rate from coronary or cerebral
vascular disease. De Weese and Rob have recently published a
careful analysis of 113 femoropopliteal vein bypass operations
followed for 10 years.2 The most striking finding was that only
29 patients (29°0 ) were alive 10 years after their operation.
This high mortality rate was not confined to elderly patients,
for only 40°0 of those who were between 29 and 59 years old
at the time of operation were still alive.
The problem of defining success in terms of graft patency
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