
-that the psychiatric symptoms are secondary to being
labelled-is unlikely, given that low blood pressure in the
United Kingdom is likely to be a cause for felicitation.
Methodological limitations must be considered, but the
collection of data by observers who were uninterested in this
association at the time, and the strength of the associations
reported, means that the findings cannot be easily dismissed.

Neither sets of authors speculate on the cause of this
association. What could they be? Could hypoperfusion impair
cerebral monoamine activity? Could hypoperfusion lead to
tissues, particularly muscle, being deprived of an adequate
oxygen supply, causing the symptoms of fatigue?'0 Could the
presence of depression or anxiety, from whatever cause, be
associated with a persistent change in vasomotor tone?
Evidence to support these speculations is lacking. Another
option is to regard both as manifestations of interindividual
variation, characterised by certain psychological responses
(fatigue or depression) on the one hand and physiological state
(persistent hypotension) on the other. (Another example of
linked psychological responses and physiological states is the
increased and delayed hypertensive response to certain
stresses observed in people with type A behaviour.") Such a
constitution was, in fact, recognised earlier this century,'2 and
the neurasthenic patient has always been said to have lower
than average blood pressure.

Should anything be done now? Keeping a very open mind

is important. It could be that the Anglophone medical
community has been working with a blinkered assumption
that as high blood pressure is "bad" for the patient so low
blood pressure must be "good." It may be that psychiatric
morbidity modestly impairing the quality of life, associated
with low blood pressure, has been overlooked. Secondly, it
seems worth while to explore evidence that antihypotensive
regimens help such morbidity. Clinical trials could be
considered in collaboration with German or French col-
leagues. It is time for British doctors to put their Euro-
scepticism to the test.

ANTHONY MANN
Professor of Epidemiological Psychiatry and Vice Dean,
Institute of Psychiatry,
London SE5 8AF
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Guillain-Barre syndrome revisited

Pathogenesis still unknown

When Guillain, Barre, and Strohl made their original observa-
tions on two patients with progressive weakness, areflexia,
and a high concentration of protein in their cerebrospinal
fluid' there was heated debate over the relation of their
syndrome with its good prognosis to the more serious and fatal
case ofascending paralysis that Landry had described in detail
some 60 years before.2 Subsequent authors have taken a broad
view of the syndrome, which has come to be known as the
Guillain-Barre syndrome, and have used the term to encom-
pass several different clinical presentations and outcomes.

Diagnostic criteria for the Guillain-Barre syndrome are
wide and select a group of acute idiopathic neuropathies on
the basis of progressive limb weakness and areflexia without
evidence of porphyria or exposure to lead or toxins. Mild
sensory signs, lack of fever, raised concentrations ofprotein in
the cerebrospinal fluid, and neurophysiological evidence of
demyelination are all helpful but not essential for the
diagnosis. There remains no laboratory test to identify the
disease reliably. A prospective study of the syndrome's
outcome found that the median time to complete functional
recovery was nine months, but one in five patients were left
unable to work at 12 months and a further one in eight had
died.3 Poor outcome is associated with more rapidly progres-
sive disease, the need for assisted ventilation, the presence of
small distally evoked muscle action potentials, and older age.
Antecedent infections with numerous agents have been
reported, but convincing controlled data are available only for
campylobacter, cytomegalovirus, and Epstein-Barr virus.'
The nature of the antecedent infection has little effect on the
clinical features or outcome with the exception of campylo-
bacter, which correlates with poor outcome, perhaps reflect-
ing a different pathogenesis. About 3% of patients with the

acute disease develop a chronic or relapsing course. These
patients differ in having a higher prevalence of certain HLAs
(CW7 and B8) and responding to immunosuppression.5
Necropsy studies suggest that different pathological pro-

cesses recur within the syndrome, contributing to the varia-
tion in clinical features and outcome. A perivascular
inflammatory infiltrate was prominent in 12 cases in an
influential study of the syndrome in 19696 and came to be
regarded as the pathological hallmark of the disease. Later
reports have suggested that lymphocytic infiltration is promi-
nent in only some cases and many show demyelination
without obvious lymphocytes.7 A few very severe cases that
fulfil diagnostic criteria for Guillain-Barre syndrome have
pathological evidence ofan axonal neuropathy.8 Such patients
have peripheral nerves that are difficult to stimulate electri-
cally and recover poorly.
How infection triggers the disease is unknown. The

generation ofautoimmune responses because of similarities in
structure between infective agents and host proteins is the
most favoured hypothesis, but hard evidence is lacking. It is
tempting to speculate that the pathogenesis of cases of
Guillain-Barre syndrome with appreciable lymphocytic infil-
tration is mediated by T cells while those with few lympho-
cytes present are mediated by antibodies. Efforts to show
cellular immune hypersensitivity to neural antigens in
patients with Guillain-Barre syndrome have been disappoint-
ing despite evidence supporting their role in experimental
allergic neuritis in animal models.
Lymphocytes from the blood of a few patients respond to

the P2 protein of myelin.9 Complement fixing antibodies to
neural antigens have been found occasionally by many
authors but have been described in more than three quarters
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of patients with the syndrome when a sensitive but technically
demanding technique was used.'0 This assay detected IgM
antibodies that seemed to react with an antigen in myelin,
called the Forssman antigen, and fell in titre in the first few
weeks of the neuropathy. A separate IgG antibody which
reacts with gangliosides GM, and GDb occurs in about 15% of
patients." These antibodies seem more frequent in patients
with severe disease and are associated with previous infection
with campylobacter. Such antibodies could be secondary to
whatever process is causing the demyelination, and inter-
national collaborative efforts are underway to clarify their
role.

Research into the role of specific treatment for the syn-
drome has been more rewarding. Trials of plasma exchange
have shown convincing benefits in the more severe cases of the
syndrome, particularly in those patients who become bed-
bound and receive plasma exchange within one to two weeks
of the onset of their disease.'2 3 Patients with milder disease
who receive plasma exchange later in the course of their illness
may benefit, but the relevant studies have not been per-
formed. Plasma exchange is expensive and, although mor-
bidity is small in experienced hands, other treatment options
are needed.

Steroids were a popular treatment until an influential but
small controlled trial in 1978 failed to provide evidence of
benefit."' A trial conducted by the Medical Research Council
is in progress to assess a possible role for methylprednisolone,
but preliminary results suggest that it is ineffective. '5 Gamma-
globulin is the latest treatment option, and interim results of a
Dutch trial were encouraging (FCA Van der Meche et al,
Peripheral Neuropathy Association meeting, Oxford 1990).
Further studies will be needed to define its role.

Such treatment is crude, and a better understanding of the
pathogenesis of the disease may eventually lead to more
specific modes of treatment. Until then there is no doubt that
excellent intensive care is vital to reduce morbidity and
mortality. Autonomic complications are difficult to manage

and may rarely lead to sudden death. It is worrying that
mortality in a British survey could be as high as 13%3 whereas
centres specialising in neurological intensive care quote a rate
of I 3%. 6 Such figures are clearly influenced by many factors,
including selection bias, but they are understandably used by
those who favour increased specialisation in the management
of this fascinating and challenging condition.

JOHN WINER
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Queen Elizabeth Hospital, Birmingham B15 2TH
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Preventing infection in laboratories

A new code promotes even safer practices

Before 1974 only limited parts of health care premises were
subject to health and safety inspection. When the Health and
Safety at Work Act 1974 extended occupational and safety
legislation to all areas of health care the need for guidance
covering clinical laboratories became clear. The original code
of practice on preventing laboratory acquired infections, the
Howie code,' was issued in 1978, but since then it has been
modified, added to, and partially superseded. Now there is a
completely new code of practice.25
The original Howie code was based on a report of a working

party set up by the Department of Health and Social Security
to consider ways of preventing laboratory acquired infection.
The report was never published-only the code, which
immediately prompted some controversy. Although it had
been widely circulated beforehand for consultation, its pub-
lication was followed by considerable discussion about the
real and apparent cost implications of the code.67 It was
always clear that it would require reviewing and updating,
and this has now been done by technical subcommittees of
the Health and Safety Commission's health services advisory
group.

The new code does not have the force of law, but, as with its
predecessor, health and safety inspectors (and courts and
tribunals) are likely to use it as the benchmark for what is
reasonable and acceptable in the laboratory. Nevertheless,
one ofthe original criticisms of the Howie code was that it was
sometimes overinterpreted by overzealous safety inspectors,
and overinterpretation remains a danger. Strict application of
any code may so restrict activity that it defeats the object ofthe
exercise. Too tight restrictions on laboratories (or other health
care departments) may prevent them from fulfilling their
main task of contributing to health care.

In essence, the prevention of infection in clinical labora-
tories requires the application of common sense. It does not
require large amounts ofmoney, but it does mean that all staff
coming into contact with biological specimens should be
trained about the dangers of inappropriate activity both to
themselves and to others. Furthermore, planners will have to
include adequate provision for safety in new laboratories, and
these measures must not be adversely affected by considera-
tions ofeconomy. Collins summarised the problem as follows:
"Diseases cost money, but good techniques cost no more than
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