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mones can break down bone more easily when oestrogens are
not present. Hence after the menopause the action of para-
thyroid hormone on the bone is unopposed, and this may
eventually result in osteoporosis.

Clearly since it was formed five years ago the Mineral
Metabolism Unit at Leeds has made great progress in two
fields responsible for much human suffering. Further achieve-
ments from this unit seem assured.

Nephrotic Syndrome in Adults
"Nephrosis " once passed for a diagnosis, but the " nephrotic
syndrome " is now synonymous with heavy proteinuria plus
its non-specific consequences-hypoalbuminaemia and
oedema, alpha-2 hyperglobulinaemia, hyperlipaemia, and
lipiduria. Its causes are legion.' About 250% of adults with
the syndrome have systemic diseases, back pressure on the
kidney, or drug allergy as the primary cause.

In a study reported at page 533 of this issue of the B.M.7.
Drs. P. Sharpstone, C. S. Ogg, and J. S. Cameron excluded
patients with recognized causes, but renal biopsy none the less
showed amyloidosis in 6 out of 56 patients. Several other
studies of adult nephrotic syndrome have uncovered a com-
parable group of patients with unexplained renal amyloid3 4

who progress rapidly to renal failure and are not helped by
steroid therapy. The remaining 50 patients were assigned
by Sharpstone and his colleagues to the three conventional
histological categories-minimal change, and membranous
and proliferative glomerulonephritis.' Since this classifica-
tion is the basis of treatment in the adult it deserves closer
scrutiny. The first two categories are near to being distinct
diseases, though their aetiology remains obscure. Prolifera-
tive glomerulonephritis on the other hand is a collection of
widely differing clinical and pathological patterns.
Minimal change'6 is defined as the absence of abnormality

in the glomeruli on light microscopy and the fusion of
epithelial foot processes over normal basement membrane
on electron microscopy. The corresponding clinical syn-
drome comprises heavy, selective proteinuria (usually over
8 g. per day at the height of the illness), slight or absent
microscopical haematuria, normal blood pressure, and
normal excretory function except in the presence of hypovol-
aemia.R The onset is often explosive, but spontaneous remis-
sion is common within two years.9 Corticosteroids produce
prompt clinical remission in about 80% of patients6 and
restore the ultrastructure to normal.'0 11 Six of the eight

patients studied by Sharpstone and his colleagues lost their
proteinuria within eight weeks. Most of the reported failures
on steroid therapy have been diagnosed by light microscopy,
and they no doubt include some cases of unrecognized focal
glomerulonephritis. Relapse after withdrawal of steroids is
a major problem in children and occurred in three of the
adults in this series. Cyclophosphamide" produces a remis-
sion that persists after withdrawal of therapy in children who
are otherwise dependent on steroids, and it deserves trial in
the same circumstances in adults.
Membranous glomerulonephritis (" extramembranous

glomerulonephropathy" to the purists) is shown by electron
microscopy to result from the deposition of foreign material
on the epithelial side of the basement membrane. These
deposits are shown as spiky projections on silver stains, and
fluorescent microscopy shows the presence in them of gamma-
globulin and the C'3 component of complement. One or
other of these special techniques is required to establish the
diagnosis, since thickening of the basement membrane is seen
in sections stained with haematoxylin and eosin in other
conditions. It is associated with moderate to heavy unselec-
tive proteinuria (often present for years before the onset of
nephrotic syndrome), considerable microscopical haematuria,
late onset of hypertension, and slow, relentless progression to
renal failure. Spontaneous remission is rare,"3 14 and cortico-
steroids are almh.^ universally ineffective. The few reported
steroid-induced remissions have not been accompanied by
reversal of the histological lesion.'4 15 The role of immuno-
suppressive drugs has not been fully assessed, but preliminary
results are not too encouraging.'6 17

Proliferative glomerulonephritis can be divided into seven
or eight subgroups.7 Sharpstone and colleagues used five
subdivisions, including a large heterogeneous group of " all
other proliferative." Their first category corresponds to
acute nephritis following streptococcal or other'8 infections.
The other four categories are of unknown aetiology. The
depression of renal function, its rate of progression, and the
tendency to spontaneous remission vary widely except in the
category " with extensive crescents," which has a uniformly
bad prognosis. The selectivity of protein clearances varies
and is no guide to the effect of steroid therapy in the adult."
Indeed a Medical Research Council trial showed a signifi-
cant mortality risk from steroid therapy in adult patients
with nephrotic syndrome and no significant benefit in those
with proliferative glomerulonephritis.' Sharpstone and col-
leagues report in a second paper at page 535 on a comparison
between steroid therapy (prednisolone) and a combination of
azathioprine and low-dose steroids. Though there was some
improvement in creatinine clearance and reduction of protein-
uria, the two regimens were not significantly different in their
results. Azathioprine is also the object of a multicentre trial
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run by the Medical Research Council which has been in pro-
gress long enough to suggest that the drug has no dramatic
effect.
We are now faced with a crop of new drugs which are

being recommended for proliferative glomerulonephritis on
the basis of uncontrolled observations-other immuno-
suppressives such as cyclophosphamide, anti-inflammatory
drugs such as indomethacin, and agents preventing deposi-
tion of fibrin or platelets, notably heparin9 and dipyrimadole.
Most of these have lethal side-effects and must be subjected
to carefully controlled trial so that their possible benefits may
be weighed against the serious risk they carry for the patient.
Nephrotic syndrome is uncommon in adults, and even with
the impressive co-operation achieved in the South-east
Metropolitan area it will be possible to test only one margin-
ally effective drug every two or three years in the commoner
histological groups. Even wider co-operation is required,
and it is to be hoped that the M.R.C. committee studying
azathioprine will proceed to study with all due speed the
other new "treatments" of glomerulonephritis. There is
every ethical and scientific justification for continuing to
include a control group treated only by symptomatic measures
until we have a better-established " standard treatment"
than any in use today. While this situation lasts we should
grasp the opportunity to document the history of nephritis
only thus treated.

The Paterson-Kelly Lesion
Fifty years ago this month D. R. Paterson' and A. Brown
Kelly2 presented separate papers to the Laryngological Sec-
tion of the Royal Society of Medicine describing the condition
which has since borne their name. Well-known features of
it are dysphagia due to glossitis and pharyngitis, and iron-
deficiency anaemia. The syndrome now usually called after
these authors at one time bore the names of Plummer and
Vinson, two United States physicians, but F. C. Ormerod'
has shown that the British eponym accords with the priority
of publication. Several features of this syndrome have still
not been fully explained. For example, the pathogenesis of
the characteristic dysphagia which is the hallmark of this
disorder remains in doubt. The problem was recently dis-
cussed at a meeting of the Association of Head and Neck
Oncologists in Cardiff (p. 570). Similarly, the meaning of
postcricoid or upper oesophageal webs is also obscure. Histo-
logical examination of those webs which have not been treated
by repeated bougienage often shows only a fold of normal

mucous membrane.' One possibility is that webs are pro-
duced by an unusual rigidity of the surrounding mucosa, and
that their prominence serves only to divert attention from
the true site of the disease. Postcricoid webs have been
identified in adolescents in association with iron-deficiency
anaemia.5

Lawrie has shown that these lesions can be diagnosed with-
out any doubt only by cineradiography, which allows artifacts
(such as venous impressions6) to be clearly differentiated.
This is important, because dysphagia is a relatively common
symptom which is not usually associated with a structural
abnormality.7 The chronic inflammation found in some of
the strictures in this region has suggested that autoimmune
disease may be responsible, and the association with gastric
atrophy and possibly thyroid disease8 lends some support to
this. Nevertheless, there is no direct evidence that antibodies
are formed to oesophageal tissue.
Many of the phenomena traditionally associated with the

Paterson-Kelly syndrome-such as glossitis and angular
cheilitis-are non-specific, and indicate only that patients with
postcricoid lesions often have a multiple nutritional deficiency.
Thus patients with iron deficiency may also be deficient in
both vitamin B12 and pyridoxine.8 9 The demonstration at
the Cardiff meeting that webs are commoner in patients
suffering from postgastrectomy malnutrition indicates that a
deficiency state probably causes rather than results from the
lesion. Nevertheless, a nutritional basis would not account
for the peculiar geographical distribution of the Paterson-
Kelly syndrome (which is much commoner in Wales than
in the rest of Britain), and probably other factors also have
an important role.
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Aberdeen Meeting
The Annual Meeting of the B.M.A. is to be held this year at
Aberdeen, and as may be seen from the programme pub-
lished in the Supplement this week the practical and ever-
changing problems of caring for sick people form the core of
the subjects to be discussed. Among them may be noted the
three plenary sessions on "Haemorrhage of the Large Bowel,"
" The General Practitioner and the Hospital Laboratory,"
and " Rheumatoid Arthritis." Observations from the floor
are welcome, for these are essentially occasions when all
branches of the profession can get together and surprise each
other in finding that what is commonplace to one is unfamiliar
to another. Among the shorter sessions are a group devoted
to that bane of Britain, the respiratory diseases.

Aberdeen is preparing a warm welcome for its guests, and
a variety of diversions and entertainments have been arranged
for those not engaged on weightier matters. Needless to say,
golfers will find particularly attractive courses awaiting them.
Members who have not previously attended a meeting will
find that the occasion is as enjoyable as it is instructive, offer-
ing many opportunities for informal exchanges of views on
matters of professional concern. Those who have sampled
such occasions before need only be assured that at Aberdeen
they will have a most cordial reception.
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