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Figure 1. Generalized pigmentation () Head and neck; (B) closed view.

Figure 2. Microscopic view of abdominal skin'which shows hyperkeratosis, mild focal papil-
lomatosis, moderate irregular acanthosis, and hyperpigmentation of the basal layer of the

epidermis (H&E, Left: 40x, right:.100x).
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A 54-year-old man with sudden onset of rapid progressive gen-
eralized skin hyperpigmentation (Figure 1) referred to the Gas-
troenterology Department of Shariati Hospital, Tehran, Iran in
August 2009. He had been assessed for Addison’s disease in the
Endocrinology Department 3 months prior because of generalized
hyperpigmentation and malaise, but discharged with no certain
diagnosis. Later, the patient developed diet intolerance with nau-
sea and vomiting, which resulted in a loss of over 14 Kg during
6 months. He underwent upper gastrointestinal tract endoscopy,
which revealed decreased distensibility of the stomach with dif-
fused antral mucosal edema. Multiple biopsies were taken, which
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showed chronic gastritis, crypt abscess formations, and hypertro-
phy.

Laboratory findings included: hypernatremia, hypokalemia, and
elevated serum cortisol (28.3 mcg/dL, NL: 5-26 mcg/dL). Other
biochemical parameters were within normal ranges. Abdominal
and pelvic CT scan revealed a distended stomach with irregularity
in the pyloric region and fundus of the stomach. Therefore, the
patient was referred to the Surgical Department for exploratory
laparotomy, which revealed advanced gastric cancer with gastric
outlet obstruction, and multiple small liver and peritoneal metas-
tases. Biopsy and gastrojejunostomy anastomosis was performed.
Histopathological evaluation of the stomach, liver, and peritoneal
biopsies showed moderately differentiated mucinous type adeno-
carcinoma. Pathologic evaluation of the abdominal skin biopsy
showed hyperkeratosis, papillomatosis, and hyperpigmentation of
the basal layer (Figure 2).

What is your diagnosis?
See the next page for diagnosis.
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Photoclinic

Photoclinic Diagnosis:

Generalized Acanthosis Nigricans

Acanthosis nigricans (AN) lesions are focal symmetric, velvety
hyperkeratotic discoloratic plaques that develop usually on skin
folds, particularly the axilla, flexures, nipple, navel, and anogen-
ital region.!”? Benign types of AN may run in families with no
evidence of endocrinological disturbances or internal malignancy,
but can be associated with endocrine problems such as Addison’s
disease. It has also been reported in obese, dark-skinned people,
and those known for insulin resistance and diabetes.?

Sudden and/or late onset, and extensive rapid marked thicken-
ing with mucous membrane, nail, hair, palms, and involvement of
the soles are important differentiating pointers in malignant AN,
which almost always indicate the presence of internal malignan-
cy.* AN occurrence in adults is closely related with internal ma-
lignancy, most often gastrointestinal and respiratory tract cancers,
which are common in many countries.® Generalized AN (GAN)
is a rare paraneoplastic syndrome, which has been reported in pa-
tients with advanced and inoperable cancers, such as gastric or
cervix uteri carcinoma. There is a belief that growth stimulating
factors derived from tumor cells are probable causes of GAN.%’
However, this sign is non-specific and usually develops too late
for any curative procedures.®

Treatment of AN is difficult because it needs management of
the underlying neoplasm. Skin lesions may improve by surgical
excision of the tumor, but may also worsen subsequently with re-
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currence or metastases of the primary neoplasm. Thus, complete
treatment of AN is often unsatisfactory.’

Overall, more attention should be paid to AN, especially the
generalized form, in order to consider underlying malignancies
before they become widespread.
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