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has carried out over 20 000 such tests without encountering
bronchoconstriction that was not easily reversible with approp-
riate treatment.'16

Induced bronchoconstriction may be much more difficult to
reverse when it occurs after beta blockade. After non-cardio-
selective agents such as propranolol large doses of isoprenaline
and salbutamol may be ineffective.17 18 Deaths have occurred
during treatment of asthmatic patients with such agents,'9
and single conventional doses of oxprenolol20 and nadolol2l
have produced near fatal exacerbations. Some recent studies
administering propranolol to asthmatic patients fit uncomfort-
ably into Claude Bernard's dictum, "Among the experiments
that may be tried on man, those that can only harm are forbid-
den; those that are innocent are permissible; and those that may
do good are obligatory."
The sudden fluctuations in airflow obstruction characteristic

of asthma mean that acute exacerbations will occur whether
or not patients are included in clinical trials at the time. In
these circumstances patients may be reluctant to upset
research studies by adjusting their treatment, so they must be
told exactly what they should do. They should also be able to
get in touch with one of the trial organisers at once for further
advice.
The alternatives to the use of asthmatic patients in clinical

trials are animal studies and the use of normal people. Many
animal systems have been used, but none provides a really
satisfactory model of human asthma. Normal people are used
less often than they might be to look for bronchodilator re-
sponses. Changes in values such as FEV1 are small, but useful
information can be obtained by measuring airways resistance
in the body plethysmograph or by observing the effects of
bronchodilators on induced bronchoconstriction.22 In normal
individuals there is no danger of precipitating severe broncho-
constriction if the dose of the provoking agent is increased in
a steady stepwise fashion, and the problems ofvarying baselines
and other interacting treatments are also avoided. Some re-
search workers have been fortunate enough to have their own
personal hyperreactive airways to use for preliminary studies.23
Although such normal people might be used more often, the

introduction of new treatments and the development of exist-
ing ones will continue to depend on assessment of responses in
asthmatic patients. We must ensure that the information
sought by the trials is important enough to justify any in-
convenience and risk to the patient. The patients must be
carefully chosen, the trial adequately controlled, and the
measurements appropriate. Poorly controlled trials or those
which allow baseline fluctuation are very unlikely to be of
any scientific value and waste the time of patients, investiga-
tors, and subsequent readers. Large open studies of the use of
drugs in hospital outpatients or general practice are very un-
likely to provide more than additional advertising material for
pharmaceutical companies.
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Classifying lupus
Treatment for patients with systemic lupus erythematosus
remains largely symptomatic and non-specific and will
probably do so until we know more about its aetiology and
pathogenesis. Yet it is important for a patient to be aware that
her (or, occasionally, his) doctor knows the dimensions of her
particular disease and the prognosis. In particular, are the
clinical subgroups, such as mixed connective tissue disease
(MCTD),1 realistic divisions or do they merely represent a
clustering of problems, which is inevitable in a disorder protean
in its manifestations and transgressing subspecialtyboundaries ?
And what part does measurement of the immunological
features play in assessing prognosis ?
The first of these questions is readily answerable, for we

now know that the individual prognosis depends more on
the degree of end organ dysfunction than on the range of
manifestations.2 We also know that measurement of the
concentrations of complement (C3, C4, CH50) and, to a less
extent, of immune complexes may be helpful in prognosis but
have only a limited application to the individual, unless the
estimations are done serially and frequently.35 It is in
diagnosing and categorising patients that clinical immunology
is providing most new information. For a quarter of a century
we have known of the strong association between systemic
lupus erythematosus and antibodies against nuclear com-
ponents,6 the touchstone for which has been the demonstration
by immunofluorescence of antinuclear antibody (antinuclear
factor). The preliminary criteria for the classification of
systemic lupus erythematosus suggested by the American
Rheumatism Association in 1971 included the presence of
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LE cells.7 The revised criteria published in 19828 added the
alternatives of antibodies to native DNA or to the extractable
nuclear antigen designated Sm (after a patient, as is the
practice, with serologically identified antigens). Nevertheless,
explicit in these criteria is the principle that the diagnosis of
systemic lupus erythematosus does not depend on laboratory
tests. Thus, despite the fact that over 9000 of patients with
systemic lupus erythematosus have antinuclear antibodies,
diagnosis does not require that these should be present.

Is there anything different about those patients who do
not have antinuclear antibody, given that this is a true finding
and not due to poor laboratory technique? Several recent
reports have documented the clinical and laboratory features
of such patients.9-"1 Patients with a persistently negative
antinuclear antibody test result with conventional substrates
tend to have a different clinical spectrum of systemic lupus
erythematosus.'2 They are more likely to be white; cerebritis
and nephritis are less frequent and severe; photosensitive
dermatitis is much more common, yet the deposition of
immune complexes in unaffected skin (the lupus band test13)
is less frequent. There is a similarity, therefore, with the
intermediate clinical subset termed subacute lupus erythema-
tosus.'4 Patients with subacute lupus erythematosus are quite
often antinuclear antibody negative yet do not have the
exclusively dermal chronic discoid lupus.

Patients with systemic lupus erythematosus but no
detectable antinuclear antibody have antibodies identifiable
in other ways. An antinuclear antibody negative serum may
react positively in immunodiffusion or immunoelectrophoresis
against soluble extracts of cell lines such as WIL2.15 16 Most
patients have antibodies directed against cytoplasmic antigens
such as Ro or La, which have been shown to be immuno-
logically identical with those originally described in patients
with Sjogren's syndrome and called SSA and SSB
respectively.7 These antibodies are also found in antinuclear
antibody positive patients with systemic lupus erythematosus.
This immunological evidence confirms the clinical evidence'8
of the pivotal position of the sicca syndrome in autoimmune
diseases.

Although the emerging picture is of a bewildering array
of immunological niceties, these findings of clinical correlations
justify the full investigation of a patient with signs and
symptoms suggestive of lupus. The immunofluorescence
antinuclear antibody test remains the most useful, made more
so by the availability of different substrates such as WIL2,
KB, or HEp2 (which are also relevant for defining other
disorders such as scleroderma and CREST syndrome.'9 (The
CREST syndrome is a variant ofsystemic sclerosis characterised
by the presence of calcinosis, Raynaud's phenomenon,
abnormal oesophageal motility, sclerodactyly, and telangi-
ectasia.)

Antibodies against DNA are characteristic of systemic lupus
erythematosus, though their relation to individual prognosis
is still debatable.20 Antibodies against the native DNA molecule
are more restricted and more specific for lupus nephritis, but
there are technical problems in ensuring that specificity in
the commonly used binding assays, because of the appearance
of single stranded sites during the preparation of the antigen.2'
The use as a substrate in immunofluorescence of the

kinetoplast of Crithidia luciliae, which contains pure double
stranded DNA,22 gets round this problem of specificity but
the test is not readily automated.

There is a great deal more to understanding systemic lupus
erythematosus than defining subgroups on clinical and
serological grounds. Nevertheless, the practising physician
needs some guidance to prognosis, and the recognition of these
subsets is a help in this direction. Whether the pathogenesis
of the disease will be understood better as a result remains to
be seen.
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