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has agreed to sponsor publication of a report of the Oxford
symposium.

Health Commissioner Starts
Work
The Health Service Commissioner opened his doors to the
public on 1 October. The first incumbent, Sir Alan Marre,
knows the N.H.S. In 1971 before taking on the daunting
task of Parliamentary Commissioner for Administration-
better known as the Ombudsman-he was Second Perman-
ent Secretary at the Department of Health. Such a back-
ground should stand him in good stead in his additional
task of investigating complaints about mal-administration in
the N.H.S. in England, Wales, and Scotland.
The boundaries set by Parliament for Sir Alan's activi-

ties should prevent a torrent of trivial coDn?laints or
harassment of the health professions. Thus there are several
important no-go areas. For instance, a patient who has
appealed to a tribunal or gone to court-or had the right to
do so-cannot normally take his grievance to the Commiss-
ioner. Furthermore, as the official leaflet,phrases it, "actions
taken by doctors, dentists, pharmacists or opticians in con-
nection with the services they provide under contract with
executive councils or family practitioner committees" are
outside rhe Health Commissioner's jurisdiction. Not surpris-
ingly, he is also precluded from considering complaints about
"action taken in respect of staff appointments or removals,
pay, discipline, superannuation or other personnel matters."
The most significant exclusion of all, however, covers the

diagnosis of illness or the care or treatment of a patient
"taken solely in consequence of the exercise of clinical
judgement." But those who have followed the discussions
between the profession and the Department of Health since
a health commissioner was first officially mootedl4 will
know of the likely difficulties in the grey areas where clinical
decision and administrative action overlap. To help him in
assessing complaints arising from this area-and Sir Alan
Marre's view at his inaugural press conference was that they
would be infrequent-he will consult expert medical ad-
visers. He is still discussing with the profession ways of
selecting such advisers. Certainly, with no doctors on his
staff of nearly 100 it is im-portant to devise a procedure that
has the profession's confidence. Such situations may
be rare but when they occur it will not always
be easy to apportion responsilbility, and the B.M.A.
has consistently argued that medical advice should be
availajble. One field of clinical activity which, according to
Sir Alan's replies to the press, -he may intervene
in, if asked by a patient, is that of clinical trials and
teaching. Asked, however, whether he would accept com-
plaints on general matters such as the risk to confidentiality
of centrally computerized records Sir Alan replied that he
would investigate specific grievances only from individual
patients and-with rare exceptions-these only after the
existing complaints procedures had been exhausted.
Though doctors may feel that patients already have amp)le

scope for complaining about them or the Service5-and for
good measure the hospital procedures are currently under
review6-experience suggests that the present machinery
does not alwrays work satisfactorily. The fact that patients

will now have an identifialble and indopendent person to
whom they can turn should increase the public's confidence
in the Health Service. Fortunately, the proportion of com-
plaints to patients seen remains very small and it could well
be that the mere presence of the Health Commissioner will
stimulate improvements in the day-to-day administration of
the Service. His reports on individual cases will be sent only
"to the person concerned, the authority complained against
and other bodies as appropriate," but he will, no doubt,
publicize any recurring weaknesses which he finds in the
wc&king of the N.H.S. Such independent, authoritative com-
ment must surely carry weight with those at Westminster
and Whitehall responsible for allocating resources to the
Service and deciding its priorities-itwo factors that underlie
many of the deficiencies that prompt complaints from
patients.
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Hidden Adrenocortical
Insufficiency
The commonest physical sign which suggests to the clinician
that his patient has primary adrenocortical insufficiency is
undue pigmentation of the skin, buccal mucosa, scars, and
pressure areas. It is due to the actions of the melanocyte-
stimulating hormone and corticotrophin (A.C.T.H.) secreted
in excess as a result of too low levels of circulating cortisol.

But this pigmentation may be misleading, since it may
occur in an identical distribution in normal people as well
as in patients with adrenocortical oversecretion due to the
ectopic productioin of melanocyte-stimulating hormone and
corticotrophin by non-endocrine tumours. It may also be
seen in patients who have undergone adrenalectomy for
pituitary-dependent Cushing's disease even though they are
maintained on adequate corticosteroid replacement. The
latter condition, often associated with an enlarging pituitary
fossa and called Nelson's syndrome, may usually be pre-
vented by irradiation at the time of the adrenalectomy.
Another source of diagnostic confusion is that primary

adrenocortical insufficiency may occur without any recog-
nizable pigmentation. Though often described in the past,
this unusual non-pigmented form of Addison's disease is
now the suibject of an instructive report by T. J. Goodwin
and his colleagues.' They describe cases and give us a
timely reminder that Addison's disease may be missed, with
potentially fatal results. In non-pigmented Addison's disease,
as in secondary adrenocortical insufficiency due to pituitary
or hypothalamic disease, patients may present with anorexia,
nausea, and vomiting, alternating diarrhoea and constipation,
loss of weight, lethargy, general weakness, or dizziness.
Oligomenorrhoea or amenorrhoea may be the presenting
feature in women. Evidence for autoimmune destruction of
the adrenal cortex should be sought in patients who have
the autoimmune diseases known to be associated with it-
namely, pernicious anaemia and thyroiditis. It may be de-
tected biochemically in these patients before the insidious
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onset of the usual symptoms of Addison's disease have ap-
peared.
Though hypotension, low serum sodium, and raised serum

potassium are usually seen in patients with adrenal insuffi-
ciency, they may not be found under basal conditions and
may become apparent only as the patient approaches a
crisis. Normal values should not be taken to exclude the
diagnosis. But a postural fall in blood pressure is almost al-
ways detectable, even in patients with entirely normal read-
ings when taken supine. Resting values of plasma corti-
costeroids may also be in the normal basal range.2 The only
way to be certain that adrenocortical insufficiency is not pre-
sent, once suspected, is to carry out a dynamic test of ad-
renocortical reserve. A prompt rise in plasma corticosteroids
above 20 ,ug/100 ml within one hour of administration of
a supraphysiological dose of corticotrophin (e.g., 250 jig
tetracosactrin intramuscularly) excludes Addison's disease,
though it does not help to exclude secondary causes of ad-
renal failure. For this a test which stimulates the whole
hypothalamic-pituitary-adrenocortical axis must be used. The
best test is the insulin tolerance test, for a rise in circulating
corticosteroid concentration above 20 ,ug/1O0 ml in response
to the hypoglycaemia indicates that the corticotrophin re-
serve is adequate. When the hypoglycaemia test may be dan-
gerous-for example, in patients with epilepsy or ischaemic
heart disease-1 mg of subcutaneous glucagon can be given
and the plasma corticosteroids measured over the next three
hours. With rare exceptions, plasma corticosteroids will rise
together with growth hormone, and lack of this response is
evidence of deficient secretion of corticotrophin. Secondary
adrenal insufficiency may also 'be diagnosed indirectly by
showing that the rise in plasma corticosteroids after admini-
stration of a long-acting form of corticotrophin (e.g., 1 mg
of depot tetracosactrin) is delayed and impaired, though
greater than in patients with Addison's disease.3 Thus the
diagnosis of adrenocortical insufficiency is not difficult to
sulbstantiate biochemically. The difficulty lies in remembering
it as a possible diagnosis when it presents in an occult
manner.
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Cytotoxic Drugs and Lupus
Nephritis
The kidneys are diseased in 40 to 70% of cases of systemic
lupus erythematosus (S.L.E.), and renal failure remains the
commonest cause of death. The first reports of corticosteroids
in high dosage for this complication were encouraging,' but
later studies showed they were associated with an unaccept-
ably high death rate.2 Attention then turned to the cytotoxic
drugs, either alone or with steroids, but for several
reasons controlled trials have been few. In addition to the
difficulty of obtaining sufficient numbers of new and un-
treated patients it is not generally recognized that there are
three fairly distisnct patterns of renal lesions in this disease.3
Whereas those patients with predominantly focal or mem-
branous changes alone tend to do well even in the absence
of treatment, those with diffuse proliferative changes have a
poor prognosis.

Among the few adequately controlled trials of cytotoxic
drugs three deserve careful consideration. In the first,4 a
double-4blind trial of oral cyclophosphamide versus placebo
in 13 women with "diffuse lupus nephritis," marginal im-
provements in some aspects'-f renal function were reported.
However, biopsy evidence was not available in all cases, and
the trial lasted only 10 weeks. The second,5 a randomized,
non-blind trial of azathioprine in 16 patients, showed a lower
morbidity, overall mortality, and rate of deterioration of renal
function in the treated compared with the control group.
Again, the value of these results is lessened by the absence
of biopsy data and the seemingly random fluctuations in
some of the biochemical findings. More recently another
careful but unrandomized study6 compared four groups of
patients on azathioprine alone, prednisone alone, azathioprine
and prednisone, and azathioprine and heparin (all in high
dosage). The results obtained from azathioprine alone or in
com(bination were superior to those obtained with prednisone
alone. The com(bination of azathioprine and heparin gave the
best results judged by survival and improvement in renal
function. Many smaller and less well controlled trials have
been carried out. In general, they reflect a favourable opinion
of these drugs and emphasize the benefits of reduction in
steroid dosage made possible by cytotoxic agents. A recent
report7 described five patients treated with chlorambucil.
Though the survival data were good, all were shown on
biopsy to have focal proliferative changes alone, and further-
more the steroid dosage was increased in three patients at
the time of or immediately before the introduction of chlor-
ambucil.
The relative merits of one drug over another remain un-

certain. J. S. Cameron and colleagues8 proposed that cyclo-
phosphamide held advantages over the others, but similar
claims have since been made for azathioprine9 and chloram-
bucil.7 Treatment has been said to reverse some of the
changes found in the kidney,9 but G. C. Bernhard'0 was
unable to confirm this in a careful study. Sampling errors
on renal biopsy are a problem here.

In some rapidly progressive renal diseases-for example,
Wegener's granulomatosis-it may be reasonable to accept
the evidence of successful but nevertheless uncontrolled
trials of treatment. This would hardly seemn to be the case
with lupus nephritis, for some forms of it are consistent with
unaided and prolonged survival, and the case for cytotoxic
therapy has still to be established. It must be borne in mind
that prolonged cytotoxic therapy, among its side effects, may
possibly induce chromosomal abnormalities and neoplasia.
There is an urgent need for a large, multicentre, biopsy-

controlled trial of these drugs in Britain before medical op-
inion becomes influenced by the succession of encouraging
but uncontrolled data on the subject. Meanwhile, the results
of a rather similar trial at ,present under progress in
Brooklyn, U.S.A., are awaited with interest.
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