Letter to the Editor
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Adenocarcinoma of the gall
bladder presenting with a
cutaneous metastasis

Sir,

Cutaneous metastasis is a relatively uncommon
manifestation of visceral malignancy. It mostly occurs
late in the course of disease, but in approximately 8%
patients, it may be the presenting sign of underlying
malignancy." The most common tumors to metastasize
to the skin are breast, lung, colorectal, renal, and ovarian
carcinomas.? Occasionally, metastases may arise from
other primary tumors. We report on a patient who

presented with a cutaneous metastasis that was
subsequently found to have arisen from adenocarcinoma
of the gall bladder.

A 42-year-old man had his attention drawn to a small
nodule on the right side of the neck by his barber 40
days before reporting to us. It had progressively
enlarged to form a large hard plaque. Otherwise
asymptomatic, it caused restriction in the movements
of the neck by its size and induration. He also
complained of episodes of abdominal pain mainly in
the epigastric region for the past 1 year.

The plaque, on the anterior triangle of the neck, was
skin-colored, roughly triangular, 10 x 8 x 12 cm?, and
was well-defined. It was hard, indurated, and nontender.
The surface showed a peau d’orange appearance. It was
not fixed to the underlying structures (Figure 1), nor
was there any significant lymphadenopathy. The rest of
the physical examination did not reveal any abnormality
in other systems. The abdomen was soft, with no
organomegaly. Rectal examination was normal. The
cardiovascular system and lungs were normal.

The hemogram and biochemical parameters were within
normal limits, except for slightly raised serum alkaline
phosphatase (315 IU; normal range, 80-240 IU). The
chest radiograph was normal. Histopathologic
examination of the plaque showed cells lying singly
and in small groups in a periappendageal location. These
cells had pleomorphic nuclei and a foamy cytoplasm.

Figure 1: Hard, skin colored plaque on the neck
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Some cells had a faintly hematoxyphilic tinge to the
cytoplasm and occasionally, cells showed nuclear
indentation (Figure 2A, arrow). There was mucin in the
lower dermis which stained with Alcian blue—periodic-
acid-Schiff (AB-PAS) (Figure 2B) and mucicarmine stains.
Immunohistochemistry for pan cytokeratin (DAKO
Cytomation, Denmark) was positive in the atypical cells
and the adjacent normal sweat duct (Figure 2C). These
features suggested a metastatic mucin-producing
adenocarcinoma with the primary tumor probably
located in the gastrointestinal tract.

The patient was investigated for a primary neoplasm.
Upper gastrointestinal endoscopy revealed a small
superficial ulcer at one end of the stomach; a biopsy
from it revealed no evidence of malignancy.
Ultrasonography of the abdomen showed an echogenic
sludge-filled distended gall bladder with a polypoidal
growth in the fundus. Contrast-enhanced CT
examination of the abdomen showed an enhancing
polypoidal growth in the fundus of the gall bladder,
which was extending to its anterior wall. There was no
evidence of disease elsewhere within the abdomen.
Ultrasonography-guided fine-needle aspiration cytology
from the gall bladder mass showed predominantly
necrotic cells admixed with mucin with a few viable
malignant cells from an adenocarcinoma.

Based on the clinical, histopathological, cytological, and
radiological features, a diagnosis of cutaneous
metastasis with a primary neoplasm in the gall bladder
was made. The patient was administered palliative
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combination chemotherapy with gemcitabine and
carboplatin, with partial clinical response of the skin
lesion.

Cutaneous metastases from internal carcinomas are
relatively rare. An estimated 0.7-9% of these tumors
metastasize to the skin. A recent meta-analysis found
an overall incidence rate of approximately 5%.% The
most frequent primary tumor to metastasize to the skin
is breast carcinoma, forming 24% of all cutaneous
metastases, followed by carcinoma of the lung,
colorectal carcinoma, renal carcinoma, ovarian
carcinoma, and bladder carcinoma, with rates of 3.4—
4% each.” In men, carcinoma of the lung is the most
common primary tumor, followed by carcinomas of the
large intestine and oral cavity.®! In women, the primary
tumor is mostly carcinoma of the breast, followed by
carcinomas of the large intestine and ovary.’! The
primary neoplasm is usually identified before the
cutaneous metastases but in approximately 8% of cases,
cutaneous metastasis is the presenting feature.!"! This
occurs more commonly in men than in women.

The most common sites for metastases are the chest
and abdomen, whereas other sites such as the
extremities, neck, back, and scalp are involved only
rarely.”’ Cutaneous metastases typically present as
asymptomatic cutaneous or subcutaneous nodules.!"
Other morphologies have also been noted—an
inflammatory pattern mimicking cellulitis and lesions
masquerading as erythema annulare, condyloma, herpes
zoster, epidermal inclusion cyst, and an ulcer.!"

Figure 2: (A) Skin biopsy with small periappendageal groups of tumor cells having foamy cytoplasm and signet-ring appearance.
Arrow: H and E, x400. (B) Special stain for mucin was positive in the cytoplasm, which is stained purple. (AB-PAS, x400.) (C)
Immunocytochemistry for cytokeratin was positive in sweat duct as well as in adjacent tumor cells. (Cytokeratin, x400)
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The most common histologic type of malignancy of
the gall bladder is adenocarcinoma.!" The occurrence
of metastatic adenocarcinoma from the gall bladder to
the skin is rare, with only nine reported cases, including
four in the English language.*” In the latter reports,
the cutaneous metastases were located on the
preauricular area, upper lip, umbilicus, scalp, neck,
upper arms, and back.*7 The lesions were described
as nodular, smooth, and red-brown. Only one case
showed epidermal invasion with ulceration.* The
presence of cutaneous metastases is a grave prognostic
indicator, with an average survival time of 7.5 months.!"!
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