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Comment

A monograph issued by the United States Food and Drug
Administration in 19783 concluded that products containing between
1-5 and 2 0% concentrations of hydroquinone were safe for sale
over the counter, subject to warning about avoiding the sun, skin
and eye irritation, and their use in children. These products were
considered to be effective when used topically for several rather
vaguely defined conditions including "age spots" and "liver spots."
It is here that the difficulty arose with our patient.
A lentigo maligna (melanotic freckle of Hutchinson) usually

appears on the face of an elderly person as a flat brown stain that
gradually becomes larger. Lay people may be excused for confusing
this with an age spot. The treatment of choice for lentigo maligna,
however, except perhaps in the very old, is surgical excision, since
up to a third of cases may change into a frankly invasive melanoma.4
Delay in treating a growing lesion makes surgery more difficult and
must also increase the chance of this malignant transformation
occurring. The recommended warning, to stop hydroquinone
applications if no depigmentation is detected after two months, had
no effect on our patient as depigmentation definitely occurred in the
centre of the lesion, confirming the ability of hydroquinone to affect
abnormal as well as normal melanocytes.5
Our patient did not develop an invasive malignant melanoma, but

her lentigo maligna escaped excision for an extra year while she used
the hydroquinone preparation. We believe that general practitioners
and dermatologists should be aware of this possibility as topical
depigmentating agents are now generally available over the counter
in this country. If further problems are reported with these agents
the question of making them available only on medical prescription
should be reopened.

' Jimbow K, Obata H, Pathak MA, Fitzpatrick TB. Mechanism of de-
pigmentation by hydroquinone. J Invest Dermatol 1974;62:436-49.
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Plasmapheresis in the
haemolytic-uraemic syndrome in
children
Recent hypotheses concerning the pathogenesis of the haemolytic-
uraemic syndrome and thrombotic thrombocytopenic purpura include
the absence of a plasma factor needed for prostacyclin (PGI2) pro-
duction by vascular endothelium,' the presence of a circulating
inhibitor to PGI2 production,2 or both. The finding of PGI2 de-
ficiency in the haemolytic-uraemic syndrome in adults,3 supports such
concepts. The possible therapeutic value of plasmapheresis, using
normal plasma for the exchange, has been suggested either to replace a
missing plasma factor or to remove an inhibitor. Our findings after
plasmapheresis in the childhood haemolytic-uraemic syndrome are
relevant to this debate.

Case report

A 3k-year-old boy with no relevant history presented with cough, anorexia,
and vomiting. On admission he was clinically anaemic and dehydrated with
widespread purpura. Haemoglobin concentration was 6-2 g/dl, platelet
count 60 x 109/l (60 000/mm3), and serum fibrin degradation products 80
mg/I. There was red-cell fragmentation on the blood film and a serum creati-
nine concentration of 200 [tmol/l (2 26 mg/100 ml). The haemolytic-uraemic
syndrome was diagnosed, and he was treated with aspirin (20 mg/kg/day)
and dipyrimadole (5 mg/kg/day). After rehydration his urinary output was
satisfactory and remained so throughout his first admission. His condition
gradually improved with conservative management alone, and on discharge
10 weeks later he was clinically well and there was no evidence of persisting
haemolysis. He had continuing microscopic haematuria, however, pro-
teinuria of 1-5 g/24 h, and evidence of impaired glomerular filtration (51Cr-
EDTA clearance of 42 ml/min/ 1-73 m2).
Readmission 10 days later was precipitated by recurrent vomiting.

Investigations showed evidence of recurrence of the disease with oliguria
(figure). Percutaneous renal biopsy was carried out, and histological examina-
tion showed an occlusive endarteritis affecting the afferent arterioles, sup-
porting the clinical diagnosis. Continuous-flow plasmapheresis (Aminco)
was performed on two consecutive days. One litre was exchanged on both
occasions, using fresh frozen plasma as replacement solution, after which
the platelet count rose. Studies of PGI2 metabolism over this period showed
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that before plasmapheresis the ability of the patient's platelet-poor plasma
to stimulate release of PGI2 from "exhausted" rat aortic rings was reduced';
this was accompanied by subnormal production of endogenous PGI2, as
measured by the plasma concentration of 6-keto-prostaglandin Fn,, the
stable in-vivo degradation product of PGI2 (normal adult range 100-381
pg/ml). Both these abnormalities returned to approximately normal at the
completion of the second plasmapheresis, falling to intermediate values six
days later. Despite improvement in these haematological variables there was
no demonstrable change in the deteriorating renal function. Peritoneal
dialysis and haemodialysis were required, initially intermittently and then on
a chronic basis.

Comment

Plasmapheresis had a limited effect on the disease process in this
patient. Clinical benefit may have been compromised because plasma-
pheresis was first performed during a recurrent phase of the illness,
a recognised poor prognostic factor. The restoration of PGI2 pro-
duction after plasmapheresis and the temporal relation of this to the
correction of platelet count supports the hypotheses relating PGI2
deficiency to the pathogenesis of the childhood haemolytic-uraemic
syndrome. This accumulating evidence and a recent report4 of siMilar
restoration of PGI2 production after plasma exchange in an adult with
thrombotic thrombocytopenic purpura followed by clinical improve-
ment encourage a trial of PGI2 infusion early in the course of severe
cases of the childhood haemolytic-uraemic syndrome.

I Remuzzi G, Marchisi D, Mecca G, et al. Haemolytic-uraemic syndrome:
deficiency of plasma factor(s) regulating prostacyclin activity? Lancet
1978 ;ii :871-2.

2 Anonymous. Platelets, endothelium and renal disease. Lancet 1979;ii:
890-1.

3 Webster J, Rees AJ, Lewis PJ, et al. Prostacyclin deficiency in haemolytic-
uraemic syndrome. Br MedJ 1980;281:271.

4 Machin SJ, Defreyn G, Chamone DAF, Vermylen J. Plasma 6-keto-
PGFIax levels after plasma exchange in thrombotic thrombocytopenic
purpura. Lancet 1980;i :661.
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Development of insulin-dependent
diabetes in adult-onset
hypogammaglobulinaemia
Adult-onset hypogammaglobulinaemia is a rare disorder in which B
lymphocytes probably fail to mature at a relatively late stage in the
differentiation pathway. Nevertheless, various autoimmune disorders
-namely, Coombs-positive haemolytic anaemia, autoimmune neutro-
penia, idiopathic thrombocytopenia, primary hypothyroidism and
hyperthyroidism, pernicious anaemia, vitiligo, and alopecia areata-
have been reported in such patients.' Furthermore, organ-specific,
particularly thyrogastric, autoantibodies seem to be more common
among the relatives of such patients.2 Type 1, insulin-dependent
diabetes mellitus often has an organ-specific autoimmune aetiology.3
We report on a patient with adult-onset hypogammaglobulinaemia
who subsequently developed insulin-dependent diabetes mellitus,
apparently the first case recognised.

Case report

A Caucasian man had had no appreciable illnesses until 1978, when he
presented aged 26 with an 18-month history of diarrhoea, six months' weight
loss, and three months' epigastric pain. Giardia lamblia cysts had been found
in his stools one year previously and were still present. Physical examination
and barium-meal follow-through were normal, and he was started on
metronidazole 400 mg thrice daily, with relief of pain and diarrhoea but no
recovery of weight. After two months this treatment was stopped and

symptoms immediately recurred. Investigations then included jejunal
biopsy, which showed partial villous atrophy, G lamblia in the lumen, and
increased lymphocytes with reduced plasma cells in the lamina propria.
Faecal fat excretion, D-xylose absorption, serum iron and iron-binding
capacity, and serum concentrations of calcium, folate, and vitamin B12 were
normal. Serum immunoglobulin concentrations were low (IgG 2-9 g/l, IgA
and IgM undetectable by immunodiffusion). There was slight lymphopenia
of 0-9 x 109/l (T cells 91 % (sheep-cell rosettes), B cells 9 % (erythrocyte
antibody complement rosettes)); antibodies to Escherichia coli and red blood
cells were undetectable; and lymphocyte transformation in response to
phytohaemagglutinin and concanavalin A, and tests for neutrophil function,
were normal. A diagnosis of adult-onset hypogammaglobulinaemia with
complicating chronic giardiasis was presumed. Despite further treatment with
metronidazole and mepacrine diarrhoea and weight loss continued. Treat-
ment was therefore started with three-weekly infusions of 15 ml fresh frozen
plasma/kg, which resulted in symptomatic improvement, serum IgG
concentration of 6-2 gl/l, and weight gain of 17 kg, though giardia cysts were
still intermittently present in the stools.

Four months after plasma infusions were started he suddenly developed
severe thirst and polyuria accompanied by abdominal pain and vomiting.
Two days from the onset of these symptoms he was admitted to hospital in
diabetic ketoacidosis (2 % glycosuria, + + + ketonuria, blood glucose 31-2
mmol/l (562-2 mg/100 ml), bicarbonate 12 mmol(mEq)/l)). Treatment with
intravenous fluids and insulin led to rapid recovery. No infection was
discovered or treated, and his diabetes was subsequently well controlled with
80 units of highly purified porcine insulin and a 300 g fixed carbohydrate diet
daily. Repeated tests for islet-cell antibody and antibodies to virus including
mumps, rubella, and Coxsackie viruses in the patient and each of his plasma
donors were negative. There was no family history of diabetes mellitus.

Comment

Possibly the aetiology of insulin-dependent diabetes mellitus in our
patient was viral infection of the islet cells alone.3 Islet-cell antibodies
were not detected and his distinctly impaired ability to synthesise
immunoglobulins made it unlikely that he could have developed
sufficient antibody for this to play an appreciable part in the patho-
logical destruction of the islet cells. Since other autoimmune diseases
occur in patients with late-onset hypogammaglobulinaemia, however,
an immunological component to the islet-cell destruction cannot be
excluded. The reason for the frequent development of autoimmunity
in patients with late-onset hypogammaglobulinaemia remains
obscure.4 Our findings indicate another such association and empha-
sises that, in the case of insulin-dependent diabetes mellitus, the
autodestructive process may occur in the absence of detectable organ-
specific autoantibodies.

We thank Dr B McLelland and Dr N D C Finlayson for their advice and
permission to report this case, the staff in the blood transfusion department
for technical help, and Miss C M Hepburn for typing the manuscript.
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THE FURZE BUSH is as well known by this name, as it is in some counties
by the name of Gorz or Whins, that I shall not need to write any
description thereof, my intent being to teach my countrymen what
they know not, rather than to tell them again of that which is general
known before. They are known to grow on dry barren heaths, and
other waste, gravelly or sandy grounds, in all counties of this land.
They also flower in the Summer months.
Mars owns the herb. They are hot and dry, and open obstructions

of the liver and spleen. A decoction made with the flowers thereof
hath been found effectual against the jaundice, as also to provoke
urine, and cleanse the kidneys from gravel or stone ingendered in
them. Mars doth also this by sympathy. (Nicholas Culpeper (1616-54)
The Complete Herbal, 1850.)
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