Case Report

J Med Cases * 2011;2(5):197-200

Paraneoplastic Acanthosis Nigricans, Leser-Trélat and Tripe
Palms Associated With Gastro-Esophageal Junction
Adenocarcinoma: A Case Report
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Abstract

Acanthosis nigricans is a skin condition that is characterized
by velvety, hyperpigmented and occasionally pruritic plaques,
mostly seen in the flexural areas. It can occur as a paraneoplastic
phenomenon, most frequently in association with an adenocarcinoma
of gastrointestinal origin. The sign of Leser-Trélat is defined as an
eruption of numerous seborrheic keratoses, and can be associated
with acanthosis nigricans. Also, acanthosis nigricans can be
associated with tripe palms, a velvety, warty thickening of the palms’
surface with exaggerated dermatoglyphics, and with papillomatosis
of the oral mucosa. A 62-year old woman presented with a rapid
onset of hyperpigmented plaques, multiple (seborrheic) warts, tripe
palms and papillomatous hyperplasia of her oral mucosa. A skin
biopsy confirmed acanthosis nigricans. Because of her age and the
quite sudden development of the skin lesions, the paraneoplastic
variant of this condition was suspected and the patient was referred
to a medical oncologist. As part of extensive diagnostic screening,
an upper gastro-intestinal endoscopy was performed revealing an
esophageal tumor at 30 to 35 cm from the incisors. She underwent
an esophagectomy after neoadjuvant chemoradiotherapy. The
tumor was staged as ypT2NIMO adenocarcinoma, which had
been radically resected (R0). The tumor showed extensive
histomorphological regression. During the neoadjuvant therapy
the skin lesions and the mucosal swelling with which the patient
initially presented regressed, and disappeared almost completely
six months after surgery. The presented case shows the combination
of acanthosis nigricans, the sign of Leser-Trélat, tripe palms and
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extensive oral papillomatosis, which led to the detection of an
adenocarcinoma of the gastro-esophageal junction, a tumor that has
been reported in association with malignant acanthosis nigricans.
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Introduction

Acanthosis nigricans (AN) is a skin disorder that is charac-
terized by velvety, papillomatous, hyperpigmented and oc-
casionally pruritic plaques, mostly seen in the flexural areas.
The disorder in itself is benign and associated with insulin
resistance, obesity, erythema nodosum and medication (sex
hormones, nicotinic acid). AN can also present as a paraneo-
plastic syndrome and is associated with several malignan-
cies, mostly adenocarcinomas of gastrointestinal origin [1].

AN is most often associated with (distal) gastric cancer,
followed by cancers originating from pancreas, ovaries, kid-
neys, bladder, bronchi, thyroid gland, bile duct and breast.
AN is rarely associated with non-epithelial malignancies [2].

In combination with the skin lesions that are typical
for AN, the sudden appearance of seborrheic keratosis (the
sign of Leser-Trélat) can be seen, resulting in an eruption of
multiple seborrheic warts on the trunk. Another skin condi-
tion associated with AN is tripe palms, a thickened, velvety,
warty surface of the hands with exaggerated dermatoglyph-
ics [3].

Furthermore, AN is the only paraneoplastic syndrome
that can involve the oral mucosa, sometimes leading
to papillomatosis of the oropharyngeal epithelium [4].
Moreover, multiple wart-like lesions, mostly on the
extremities, called florid cutaneous papillomatosis can
occur in association with AN. As the paraneoplastic
variant of AN frequently has an onset before patients
have any other complaints, it is not uncommon that an
underlying malignancy is discovered long after AN has been
diagnosed [5]. This case report presents the combination
of all the paraneoplastic syndromes mentioned above in
a patient with a gastro-esophageal junction carcinoma.
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Figure 1. Acanthosis nigricans in the right groin. Typical acan-
thosis nigricans in the right groin at presentation (A). Regression
of acanthosis nigricans, six months after surgery (B).

Case Report

A sixty-two year old Caucasian woman presented at the De-
partment of Dermatology with hyperpigmented plaques in
the flexural areas (Fig. 1A) and multiple itching, seborrheic
verrucous lesions (Fig. 2A) suddenly originating over her
entire body. The flexural plaques had been present for less
than one year. Furthermore, she noticed a thickening of the
surface of her palms with a cobbled appearance. Moreover,
she had complaints of a severely swollen oral mucosa, which
restricted normal food intake (Fig. 3A).

Her past medical history consisted of a sliding diaphrag-
matic hernia, gastro-esophageal reflux disease, diverticulo-
sis of the colon and endometriosis for which a hysterectomy
had been performed 30 years earlier. Further history taking
revealed that she had complaints of mild dysphagia, weight
loss (eight kilograms over the last six months), pyrosis and a

Figure 3. Extensive oral papillomatosis at presentation (A). Al-
most complete regression, six months after surgery (B).

highly sensitive scalp, accompanied by hair loss. Her father
died of an esophageal carcinoma at age 67. A skin biopsy tak-
en from the left groin area confirmed the suspected diagnosis
of acanthosis nigricans (Fig. 4). Because of patient’s age, the
sudden onset of her symptoms and the reported weight loss,
the paraneoplastic variant of AN was suspected and she was
referred to a medical oncologist for further analysis of a pos-
sible underlying malignancy.

Physical examination showed, apart from the skin-
lesions and mucosal papillomatosis as described above, no
abnormalities. No lymphadenopathy was present. An upper
gastro-intestinal endoscopy was performed, showing a tu-
mor in the distal esophagus, at 30 to 35 cm from the incisors,
proximal to a sliding diaphragmatic hernia. No Barrett’s
metaplasia was seen. Also, multiple verrucous polyps were
seen, spread throughout the esophagus. Biopsies from the
tumor and polyps were taken and histopathology revealed
a poorly differentiated adenocarcinoma and multiple hyper-
plastic polyps without dysplasia, respectively. In the tumor
cells, no epidermal growth factor receptor expression was
found. At endo-ultrasonography, the tumor was staged as
uT3NOMO. A CT-scan of neck, chest, and abdomen was per-
formed, showing no additional abnormalities.

After discussion in a multidisciplinary tumor board, the
patient underwent neoadjuvant chemotherapy (carboplatin/

Figure 2. Florid cutaneous papillomatosis on the right arm.
Florid cutaneous papillomatosis on the right arm at presenta-
tion, showing multiple seborrheic lesions on the skin (A). Almost
complete regression, six months after surgery (B).
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Figure 4. Microscopic image of skin biopsy of the groin. H&E-
staining of a biopsy of the groin at presentation, showing acan-
thosis, slightly irregular epidermal thickening, papillomatosis and
inflammation.
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paclitaxel) with concurrent radiotherapy (41.4 Gy in 23 frac-
tions), followed by a transthoracic esophagectomy with gas-
tric tube reconstruction.

Already during the neoadjuvant chemoradiotherapy, the
AN showed clear signs of regression. Apart from a superficial
wound infection, the postoperative recovery was uneventful
and the patient was discharged on postoperative day 14. His-
topathologic examination of the resection specimen showed
an ypT2N1MO, poorly differentiated adenocarcinoma (G3)
that had been radically removed (R0). After six months of
follow-up, the acanthosis nigricans (Fig. 1B), as well as the
Leser-Trélat sign (Fig. 2B), the tripe palms, the oral (Fig.
3B) and cutaneous papillomatosis were in complete regres-
sion, without any specific dermatological therapy.

Discussion

Acanthosis nigricans is a disorder characterized by hyper-
pigmented, papillomatous, velvety plaques, located in the
skin folds. The disorder can be roughly divided into a be-
nign and a paraneoplastic type, which can be distinguished
from each other neither by dermatologic investigation nor by
histopathologic examination [6]. The benign form is often
familial, associated with endocrine pathology (for example
insulin resistance or hyperandrogenism) or hormonal substi-
tution therapy but can also be congenital. ‘Malignant” AN is
a paraneoplastic syndrome and not a malignancy in itself. It
is not unusual for AN to precede the diagnosis of the primary
tumor [5]. If the diagnosis of paraneoplastic AN is not sus-
pected immediately, and a patient is treated as having benign
AN, a serious delay in the diagnosis and treatment of the
underlying malignancy can occur [1].

Patients presenting with a rapid onset of extensive AN or
coexisting unintentional weight loss should be suspected of
having paraneoplastic AN. Also, patients who present with
AN in combination with the sign of Leser-Trélat, tripe palms
or mucosal involvement have a higher risk of having para-
neoplastic AN [7]. When paraneoplastic AN is suspected,
a wide variety of primary malignancies should be consid-
ered. Most common are (distal) gastric carcinomas, but also
pancreatic, ovarian, renal and other abdominal carcinomas
are common [8]. Patients who are suspected of having para-
neoplastic AN should therefore undergo extensive investi-
gations, covering all possible tumors associated with AN,
preferably in order of suspicion.

This means that patients should be interviewed exten-
sively about all possible complaints, and that a thorough
physical examination should be performed. When after these
first investigations a certain malignancy is suspected, this
should of course be the focus of further investigation. If,
however, a malignancy is not found on the suspected loca-
tion, investigations should proceed until it is confirmed that
on all possible locations where a malignancy could be pres-
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ent, there is none.

In the present case, AN was associated with a GE-junc-
tion adenocarcinoma. The present case is especially interest-
ing because AN was associated with the sign of Leser-Trélat
and tripe palms and extensive oral papillomatosis. The sign
of Leser-Trélat is defined as the appearance of multiple seb-
orrheic verrucous keratoses, and is regularly seen in com-
bination with paraneoplastic AN. It can however also occur
without the presence of AN, can be associated with malig-
nant and benign conditions, but has never been reported in
combination with benign AN [9, 10]. To our knowledge, the
combination of AN, Leser-Trélat, tripe palms plus extensive
papillomatosis of the oral mucosa in association with a car-
cinoma of the gastro-esophageal junction has never been de-
scribed before.

The pathologic mechanism that causes paraneoplastic
AN is unknown. It has been hypothesized that tumor-pro-
duced growth factors such as epidermal growth factor, trans-
forming growth factor-a, insulin-like growth factor-1, fibro-
blast growth factor and melanocyte stimulating hormone-a
play a central role [11]. It is believed that when these growth
factors are produced by the primary tumor and circulate in
large quantities, they can cause epidermal cells to prolifer-
ate [11]. Other possibilities, such as a systemic immunologic
response to the primary tumor as a cause of the disorder, can-
not be discarded.

The optimal treatment of paraneoplastic AN differs be-
tween individual cases. Some cases are resistant to any form
of therapy, even if the patient is successfully treated for the
associated malignancy [12]. Fortunately, in some cases, no
separate treatment is needed for AN, as it fully regresses
when the associated tumor is effectively treated [7, 13]. This
was also the case in the presented patient. However, symp-
tomatic treatment (e.g. anti-pruritic therapy) of the skin le-
sions can be needed while the patient waits for treatment of
the underlying tumor [1]. It has been described that benign
AN recurs after the treatment of an underlying endocrine
disorder is stopped [14-16]. To our knowledge, no cases of
recurrent AN due to a recurrence of the primary tumor have
been described. If AN is a general prognosticator for long
term survival is unknown. Only in ovarian cancer, it has been
described as an indicator of poor prognosis [17].

The esophageal polyps that were found in the present
case, could be considered as another expression of AN,
which has been described previously [18]. Also, the hair loss
from which the patient suffered has been described in litera-
ture as an accompanying symptom of AN [4].

The present case shows the rare combination of acanthosis
nigricans, sudden appearance of seborrheic keratosis with
verrucae (the sign of Leser-Trélat), tripe palms and extensive
oral and cutaneous papillomatosis, which led to the diagnosis
of (asymptomatic) cancer at the gastro-esophageal junction,
a tumor that is rarely associated with paraneoplastic AN. A
patient over 40 years old presenting with sudden onset of
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AN should always be suspected of having paraneoplastic
AN, especially when AN is accompanied with the sign of
Leser-Trélat, tripe palms and/or oral papillomatosis. When a
patient is suspected of having paraneoplastic AN, extensive
investigation should take place to find a possible underlying
malignancy.
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