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Multiple Paraneoplasia in the Absence of a Detectable Tumour

S ir,
Acanthosis nigricans maligna comprises paraneoplastic skin
symptoms, which usually indicate malignancy, primarily gast-
ric or oesophageal cancer. We describe here a patient who is
free of any detectable tumour 3 years after the onset of
diŒerent paraneoplastic syndromes.

CASE REPORT

A 53-year-old Pakistani woman, the mother of 5 children, presented
darkening of the skin. She had a body mass index of 30.11, no history
of drug abuse or medicine intake, and no family history of diseases
or medical prehistory, excep t for a hysterectomy performed because
of proven endometriosis and polycystic ovaria . About 2 months before
her hysterectomy she noticed the � rst signs of acanthosis on her
gingiva . The gingiva was hypertrophic with multiple aggregated pap-
ules. About the same time the skin of her palms and soles began to
change, to feel rougher and, � nally, to display ‘‘tripe palms’’ (F ig. 1).
One month later her skin in the axillae, genitolanal region and elbows
began to darken and to show a rough, verruccous, dark black tanned
surface (Fig. 2). In addition, both cheeks showed hypertrichosis
lanuginosa acquisita and multiple verrucae � liformes spreading over
her body were found. Furthermore, she reported a diŒuse loss of hair
and at the time of examination displayed alopecia with scar formation
and signs of perifolliculitis decalvans. There was a remarkable cutis
verticis gyrata on the back of her head and on her forehead . The
diagnosis of acanthosis nigricans maligna was proven histopa-
thologically.

As a result, we started a thorough search for tumours including
tumour markers and a slight elevation of neuron speci� c enolase was

Fig. 2. Skin manifestations of malignant acanthosis nigricans in thefound (7.4ng/ml; normal < 5 ng/ml). A temporary increase in serum
axillary region with dark, hyperpigmented, hyperkerato tic skin.cortisol occurred, which may have resulted from her intake of oestro-

gen after the hysterectomy, and thyroid-stimulating hormone levels
were raised. This was checked using a thyrotropin-releasing hormone
test, and turned out to be within the normal range. The cortisone-

DISCUSSIONreleasing test was also within the normal range. The only laboratory
abnormality found during the 3-year follow-up period was hyperinsul- Acanthosis nigricans maligna is well known as paraneoplasia
inism as an indication of insulin resistance. The elevated cortisol was

(1, 2) and recently it has also been recognized as a marker foralso further investigated by an X-ray of the sellar region, but no
systemic disorders associated with insulin resistance (3).abnormalities were found. During the past 3 years the patient has

been repeatedly assessed using computer tomography, magnetic reson- Acanthosis nigricans is also found in association with obesity;
ance tomography, positive emission tomography, sonography of the the prevalence was 66% in adolescents who weighed more than
abdomina l region and lymph nodes, gastroscopy, coloscopy and 200% of their ideal body weight (4). Acanthosis nigricans,
X-rays, but no abnormalities or signs of a tumour have been detected.

associated with malignant cancer, occurs in about one-third
of cases with gastric cancer, in another third with abdominal
tumours and in 10% with extra-abdominal tumours. The
incidence of acanthosis nigricans maligna is about 1:10,000,
with a predominance in females (5). The disease is character-
ized by the symmetrical eruption of hyperpigmentation and
papillomatosis in the axillae, sides of the neck, antecubital,
periumbilical and popliteal surfaces. The oral mucosa may be
signi� cantly involved. In our case this was the earliest symp-
tom, when the gingiva began to become hypertrophic.
Subsequently, both the hands and soles showed licheni� cation
and hyperkeratosis. This phenomenon is called ‘‘tripe palms’’
(6–9). The acanthosis nigricans maligna can occur either after
or up to 18 years before the manifestation of the malignancy
(5) and, therefore, tumour staging is essential. Histologically,
the skin lesions show hyperkeratosis, papillomatosis and
acanthosis.

Besides the acanthosis nigricans maligna our patient showed
prominent hypertrichosis on both cheeks. She reported thatFig. 1. ‘‘Tripe palms’’ with well-demarcated hyperkeratosis and accen-

tuation of the normal skin markings on the palm. this had not been the case in the previous years, so it was also
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presumed to be a paraneoplasia, a ‘‘hypertrichosis lanuginosa normal. However, follow-up at short, regular intervals is
necessary as the development of a tumour must be expected.acquisita’’. With this very rare paraneoplasia, the hair remains

in the anaphase for longer than usual. The pathomechanism
is unknown , but the hypertrichosis usually occurs at those REFERENCES
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have not shown any accompanying tumour. The pathologist
who investigated the organs removed by hysterectomy was
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