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The dysplastic naevus syndrome and endocrine disease

S J ADAMS, MALCOLM H A RUSTIN, T W E ROBINSON, D D MUNRO

Abstract

Members of two different families were found to have
the dysplastic naevus syndrome and coexistent endocrine
abnormalities. The dysplastic naevus syndrome is
probably inherited as an autosomal dominant trait and
has been associated with other primary malignancies.
This is the first time that it has been described in as-
sociation with endocrine abnormalities.

Introduction

Dysplastic naevi are clinically and histologically distinct skin
lesions that may be formal histogenetic precursors of cutaneous
melanoma. First described by Cawley in 1952,1 they have
subsequently been reported as the BK mole syndrome and the
familial atypical mole malignant melanoma syndrome.

Characteristic features of the syndrome are a family history of
malignant melanoma and multiple large melanocytic naevi
with irregular outlines and variegated pigmentation. Histo-
logical examination shows a compound melanocytic naevus
with atypical melanocytic hyperplasia, fibroplasia, new vessel
formation, and a mixed lymphocytic and macrophage infiltrate
in the dermis. Although the associated malignant melanoma is
assumed to arise from the dysplastic naevi, MacKie observed
melanoma arising in clinically normal skin and consequently
suggested an alternative mechanism in the "activated and
expanded melanocyte syndrome."2
The dysplastic naevus syndrome is probably inherited as an

autosomal dominant trait, and a link with other primary
malignancies has been reported.3 An association with endocrine
abnormalities has hitherto not been described, but we report
here on two families with the dysplastic naevus syndrome and
malignant melanoma who had coexistent multiple endocrine
abnormalities.

Case reports

FAMILY 1

The eldest girl of four siblings was diagnosed as having multiple
endocrine adenopathy with hyperparathyroidism and a pancreatic islet
cell tumour. She died several years later from metastatic malignant
melanoma after previous local excision of malignant melanoma.
During a routine follow up of the family primary hyperparathyroidism
was diagnosed in her twin sisters, one of whom had undergone
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excision of a parathyroid adenoma. These sisters were subsequently
noted to have large irregular pigmented naevi on their trunks, arms,
and legs. These naevi were clinically and histologically consistent
with lesions of the dysplastic naevus syndrome.
The father of the three girls also had primary hyperparathyroidism

and in 1982 noted that a mole had become indurated and irritant.
Histological examination confirmed the diagnosis of nodular malignant
melanoma. In neither the father nor the eldest daughter had there
been histological evidence of a naevus preceding the malignant
melanoma and in neither had clinically abnormal naevi been reported.
A fourth sibling was completely healthy.

FAMILY 2

A 15 year old girl presented in March 1983 with a two year history
of increasing pigmentation on her wrists, lips, and backs of her hands.
She had suffered from eczema and asthma since the age of 2; the
eczema had been treated with a moderately potent topical steroid
and the asthma with a salbutamol inhaler used intermittently. The
dysplastic melanocytic naevus syndrome had been diagnosed in the
mother in 1973,4 and the mother's father had died from a malignant
melanoma that had arisen in a naevus. A maternal aunt had type II
diabetes mellitus, and a maternal uncle had pernicious anaemia and
type II diabetes mellitus.
Examination of the girl showed hyperpigmentation over the

extensor aspects of the joints of both hands and on the fronts of both
wrists. The nipples, the buccal mucous membranes, and the linea
nigra were also hyperpigmented. There was a postural fall of 15 mm Hg
in the systolic blood pressure (110/60 mm Hg supine, 95/60 mm Hg
standing). Addison's disease was diagnosed when her plasma cortisol
concentration at 0900 was found to be 150 nmol/l (4-9 pg/100 ml)
(normal range 170-700 nmol (5-6-22-9 pg/100 ml) and her plasma
adrenocorticotrophic hormone concentration at 0900 was 1605 ng/l
(normal 10-80 ng/l) and a long test with tetracosactrin acetate
(2 mg Synacthen Depot intramuscularly) did not yield a response.
Antiadrenal antibodies were present and her HLA type was homo-
zygous for Al, B8, C7, and DR3.

Discussion

The multiple endocrine adenopathy syndrome, in which
primary hyperparathyroidism is often a presenting feature, and
the autoimmune polyglandular syndrome, in which Addison's
disease is a constant feature, are both syndromes of familial
endocrine abnormalities. They are inherited in an autosomal
dominant mode, and the polyglandular syndrome has been
linked with the HLA system.5 Multiple endocrine adenopathy
may present with tumours of the pancreatic islet cells, neuro-
fibromatosis, and thyroid medullary carcinoma.
The dysplastic naevus syndrome is similarly dominantly

inherited, and the association between two dominantly inherited
syndromes may be fortuitous. The association between the
dysplastic naevus syndrome and families susceptible to cancer
has been well reported,3 but no reports have previously been
published of a link with multiple endocrine disease. Members
of both families reported on here, however, presented with
multiple endocrine abnormalities and the dysplastic naevus
syndrome.

We thank Dr D Brenton, University College Hospital, for allowing
us to report on his patient.
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Trace elements in cerebrospinal fluid in motor neurone
disease

J D MITCHELL, I A HARRIS, B W EAST, B PENTLAND

Abstract

Concentrations of sodium, chlorine, potassium,
chromium, iron, cobalt, zinc, rubidium, silver, caesium,
and selenium in cerebrospinal fluid from 14 control
subjects and 20 patients with motor neurone disease
were measured by in vitro neutron activation analysis.
No statistically significant correlation was found between
the concentrations of any two elements other than
sodium and chlorine in either the patient or control

group (r= 09905; p <0 001). The mean cobalt concentra-
tion was significantly lower in the patients (p= 0 0015).
No other statistically significant difference was shown.
The relevance of this finding was examined in relation

to current concepts of the pathogenesis of motor neurone
disease and the role of cobalt in cellular metabolism.
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Introduction

Although the aetiology and pathogenesis of motor neurone
disease remain unknown, repeated attempts have been made to
implicate heavy metals, notably lead and mercury. While lead
poisoning may occasionally produce a syndrome resembling
motorP neurone disease which improves with chelation
therapy, patients with the true disease clearly do not respond
to such treatment.' Other studies have also tried to show a
toxic role for elements such as selenium, manganese, aluminium,
calcium, and copper in motor neurone disease.1 2 No clear
evidence has emerged.

In view of the continuing possibility of a metabolic cause
for motor neurone disease we have studied the concentrations

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J (C

lin R
es E

d): first published as 10.1136/bm
j.288.6433.1790 on 16 June 1984. D

ow
nloaded from

 

http://www.bmj.com/

