
Xanthoderma: an unusual presentation of hypothyroidism

presenting symptom is a matter of choice for
the patient, as this case illustrates. Of the
multiple symptoms she had, yellow skin was
chosen as the presenting feature. Although
the general practitioner realised that the yel-
low tinge of her skin sparing the sclerae was
probably not jaundice, he did request liver
function tests to exclude this condition. The
chemical pathology staff were alert enough to
recognise the possibility of hypercarotenaemia
and underlying hypothyroidism and to insti-
gate the necessary tests to prove it.

It is acknowledged that hypothyroidism
confers a yellow tint to the skin in many
patients, especially if the palms and soles are
examined.' However, we feel that yellowing
of the whole body skin as a sole presenting
feature of hypothyroidism must be extremely
rare as other signs and symptoms usually
dominate the clinical picture. In this case the
patient did admit having symptoms sugges-
tive of thyroid hormone deficiency for 18
months, a duration long enough perhaps to
increase the chance of development of hyper-
carotenaemia to such a degree.

It has long been noted that sera from cases
of myxoedema and cretinism are characteris-
tically of a deeper orange-yellow colour than
normal due to increased concentration of the
carotenoid pigments that are carried by spe-
cific lipoproteins."2Furthermore, administra-
tion of fl-carotene to hypothyroid patients
results in a sharp increase and delayed clear-
ance of its plasma concentration compared
with normal subjects.3 The hypercarote-
naemia of myxoedema is thought to be due to

reduced conversion of carotenoids to retinol,
and it has been suggested that vitamin A defi-
ciency may ensue as a result, causing the dry
scaly skin typical of hypothyroid patients.4
The concentration of plasma carotene is
greatly influenced by dietary intake but our
patient denied excessive consumption of
carotene-rich foods. High concentrations are
also found in hyperlipidaemia associated with
diabetes mellitus and chronic renal failure.5

This patient represents an excellent case
example from the chemical pathology point of
view, as she displayed all the biochemical
abnormalities describable in hypothyroidism,
which were successfully corrected by thyrox-
ine replacement. The main message from this
case is that the patient whose yellow skin is
not due to jaundice is worth investigating for
hypercarotenaemia and possible hypothy-
roidism.
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Abstract
A case of histologically confirmed
Paget's disease of the breast in a 72 year
old man, without underlying breast car-

cinoma, is reported. This report raises
questions about the pathogenesis of this
condition and suggests that Paget's dis-
ease is an independent, intraepidermal
carcinoma rather than a direct extension
of intraductal carcinoma of the breast to
the nipple and areola.

(i Clin Pathol 1994;47:851-852)

About 1% of all breast carcinomas occur in
men,' 2 and 1-5% of all cases of breast carci-

noma present as Paget's disease.3 Paget's
disease of the male breast is therefore excep-
tionally rare. About 55 cases of Paget's dis-
ease of the male breast have been reported to
date. All of these were associated with an
underlying breast carcinoma. However, pub-
lished reviews of the condition by Serour,'
Crichlow and Czernobilsky,' and Satiani5
rejected many of these cases because of a lack
of histopathological evidence.

Paget's disease without an underlying
breast carcinoma has been reported before,'6
although not in men. We report a case of his-
tologically confirmed Paget's disease of the
breast occurring in a 72 year old Irish man in
whom there was no associated breast carci-
noma.
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Photomicrograph ofmale areolar skin showing typical Paget's cells distributed throughout
the epidermis (haematoxylin and eosin stain).

Case report
A 72 year old man presented with a left
breast mass which had been present for four
months. This was associated with an area of
periareolar erythema which he claimed had
been present for many years. There was no

family history of breast carcinoma. The
patient was in otherwise good physical condi-
tion and was taking no medication.
Examination of the left breast revealed a non-

retracted nipple with surrounding eczematous
change. A non-tender mobile mass measuring
2 x 2 cm was identified in the inner lower
quadrant, without skin tethering or adherence
to deep tissues. There was no evidence of
nipple discharge or lymphadenopathy. The
right breast was normal. Laboratory investi-
gations, including complete blood count and
full biochemical profile were normal, as was a

chest radiograph. Excisional biopsy of the
areolar area was performed and histopatho-
logical examination of the specimen revealed
Paget's disease of the breast. The patient then
proceeded to simple mastectomy. His postop-
erative course was uneventful and he
remained well at follow up nine months later,
at the time of writing.

Histopathological findings
The mastectomy specimen comprised a trian-
gular ellipse of skin measuring 13 x 10O5 cm,
including nipple and areola, which showed an

area of crusting extending to the adjacent
skin. Serial slicing did not show an underlying
carcinoma apart from two circumscribed fatty
lesions. No lymph nodes were found.
Microscopic examination showed Paget's dis-
ease but no underlying carcinoma was identi-

fied. The two fatty lesions were confirmed as
lipomas.
The areolar biopsy specimen showed

hyperkeratosis, papillomatosis, and evidence
of underlying chronic inflammation.

Sections of the eczematous skin revealed
numerous large pleomorphic cells with dark
nuclei and foamy or clear cytoplasm distrib-
uted throughout the epidermis (figure).
Periodic acid Schiff stain showed intracellular
diastase resistant material. Immunohisto-
chemistry demonstrated positive staining for
epithelial membrane antigen (EMA) and
anti-human cytokeratin (CAM 5.2), but was
negative for S100 and HMB 45.

Discussion
The accurate pathogenesis of Paget's disease
of the breast remains to be established. Muir
postulated that areolar and nipple changes
occur as a result of direct extension, via the
ducts, of cells from an underlying carcinoma.7
This remains the most widely accepted theory
of pathogenesis for the disease. However, our
finding of a case of histologically confirmed
Paget's disease of the breast without an asso-
ciated carcinoma is at variance with this the-
ory and instead suggests that Paget's disease
is an independent, intraepithelial carcinoma.
Although the characteristic nipple and areolar
changes of Paget's disease may precede the
development of clinically obvious cancer by
several years,5 in this case a thorough search
failed to demonstrate any histopathological
features of breast carcinoma in our patient.
Others support the view that the malignant
cells in Paget's disease originate from eccrine
or apocrine glands in the area.8 This view is
supported by certain histochemical and elec-
tron microscopic findings, as described in
detail by Ho.8 This report casts further doubt
on the traditional opinion of the origin of
Paget's disease and lends further support to
the theory that Paget's disease is, in fact, a
separate breast neoplasm from the carcinoma
with which it is frequently associated.
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