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To the Editor,

Acanthosis nigricans is a rare dermatological disease
characterized by skin hyperpigmentation and wart-
shaped or velvet-like plaques that are typically in skin
folds [1]. Very few cases of lung cancer with acantho-
sis nigricans have been reported [2].We herein report
one case of lung cancer with metastasis to the medi-
astinum and malignant acanthosis nigricans. A
46-year-old female patient was admitted on March
4, 2014 because of a two-month history of progres-
sive generalized darkening of the skin. She developed
sudden erythematous skin eruptions one month ago
and the eruptions were not itchy. She was given a
diagnosis of drug eruptions and prescribed with
medicines, which werew not effective. Thereafter, the
skin became progressively darkened and generalized
dark brown skin patches appeared, especially in the
neck and skin folds. The patient had exertional chest
distress with cough but denied sputum production,
hemoptysis and fever. There was no history of
hematemesis or melena. The patient had no signifi-
cant past history including tuberculosis, hepatitis and
malaria, and was a non-smoker. Chest computed
tomography (CT) on 17 February 2014 revealed
occupying lesions in the left lung and abdominal CT
showed enlargement of multiple retroperitoneal
lymph nodes. Aspiration biopsy of right cervical
lymph node three days later revealed moderately dif-
ferentiated adenocarcinoma.

Laboratory studies on admission showed carcino-
embryonic antigen (CEA) at 132.0 ug/l (normal, 0-5.0
ug/h),CA19-9at61.2kU/l (normal,0.1-35),CYFRA21-1
at 5.2 (normal, 0.1-4.0 ng/ml) alpha-fetoprotein (AFP)
at 1.9 (normal, 0-20 ug/l), CA125 at 72.3 (normal,
0.1-35 wml), CA15-3 at 189.6 (normal, 0.1-30 uw/ml),

CA724 at 2.8 (normal, 0.1-10 w/ml), and NSE at 13.4
(normal, 0-24 ng/ml). CT scan on March 4, 2014
showed occupying lesion in the posterior basal segment
of the left lung (Figure 1A). Bone ECT revealed radial
enhancement of the left hip (Figure 1B) and cerebral
MRI examination demonstrated abnormally high inten-
sity in the left frontal lobe (Figure 1C). Anterior poste-
rior chest radiograph showed occupying lesion in the
lower left lung and the presence of multiple foci in both
lungs (Figure 1D). A diagnosis of peripheral lung cancer
with multiple metastases was entertained.

Dermatological examination revealed diffuse
hyperpigmentation with thickening of the skin of the
face,neck, flexures, and external genitalia (Figure 2A).
Numerous enhanced ridges and velvety hyperkerato-
sis were seen. Skin lesions were associated with mod-
erate itching. No lymph node was palpable and the
abdomen was flat and soft, but with mild tenderness.
No other remarkable findings were noticed. A skin
biopsy, performed on the axillary surface, demon-
strated mild hyperatosis in the epidermis, dermal
papillomatosis, mild hypertrophy of stigmatodermia
between dermal papilla, and the presence of chroma-
tocytes (Figure 2B and C).

The patient was started with intravenous pemetrexed
0.8 g and cisplatin 130 mg once daily on 6 March 2014,
which was repeated after 21 days. After three cycles
of treatment, CT showed that the occupying lesion
in the lungs shrank by approximately 50%. Skin
hyperpigmentation was obviously lessened and ridges
and velvety hyperkeratosis disappeared. The skin
became smooth anditchingwasrelieved. CEA (128.4 ug/D),
CA19-9 (44.8 kUM, CA724 (1.5 wml), CYFRA21-1
(10.3 ng/ml), and AFP (1.3) were lower while CA125
(118.6 wml), CA15-3 (252.6), and NSE at 33.1 were
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Figure 1. (A) CT scan shows occupying lesion in the posterior
basal segment of the left lung. (B) Bone ECT reveals radial
enhancement of the left hip. (C) Cerebral MRI demonstrates
abnormally high intensity in the left frontal lobe. (D) Anterior
posterior chest radiograph shows occupying lesion in the lower
left lung and the presence of multiple foci in both lungs.

higher compared with the admission data. Hematological
analysis showed that white blood cell count was
16.71 X109/, red blood cell count was 3.82 X 1012/,
hemoglobin was 104 g/l, and platelet was 279 X 109/1.
Serum biochemistry showed that aspartic transaminase
was 9.2 U/, alanine transaminase was 8.1 U/l, blood urea
nitrogen was 2.88 mmol/l, urea was 44.3 umol/l, and
blood glucose was 5.28 mmol/l. The patient is still alive
at the time of our writing this report.

(A) Beforetherapy After therapy

—

Figure 2. (A) Cutaneous manifestations in the patient. Photographs
were taken during the first cycle of chemotherapy (left panel) and
after three cycles of chemotherapy (right panel). Permission for
use of the photos was obtained from the patient. (B) Pathological
examination of the skin lesions revealed finger-like projections of
dermal papilla, mild hypertrophy of stigmatodermia between
dermal papilla, and chromatocytes.

Skin lesions may be present in patients with para-
neoplastic syndrome. The neoplasm may be found
prior to, simultaneously with or after the appearance
of the skin lesion. In the current case, skin lesions were
found simultaneously with the neoplasm. The patient
showed diffuse hyperpigmentation with thickening of
skin folds, typical features of acanthosis nigricans.
Malignant acanthosis nigricans is more often seen in
patients with adenocarcinoma in the digestive tract [3].
Early serological examinations in these patients
together with radiologic or endoscopic examinations
based on serum tumor biomarkers could be beneficial
for early discovery and early treatment and improved
prognosis for the patients. Malignant acanthosis nigri-
cans is rarely reported in lung cancer patients. Yoshino
et al. reported a patient with acanthosis nigricans who
was subsequently found to have mediastinal lymph
node metastasis of lung cancer [2]. In the current case,
we found evidence of lung cancer with mediastinal and
retroperitoneal lymph node metastasis by CT scan and
lymph node biopsy. The etiology of acanthosis nigri-
cans in lung cancer patients has not been elucidated
and we also do not know the cause of acanthosis nig-
ricans in our lung cancer patient [4]. The prognosis of
cancer patients with malignant acanthosis nigricans is
rather poor and early metastasis is often seen in such
patients [5]. The skin lesions in our patient became
lessoned or disappeared following three cycles of che-
motherapy, suggesting a link between the development
of malignant acanthosis nigricans and lung cancer. The
patient is still alive at the time of our writing this report
and will continue to be closely monitored by appropri-
ate diagnostic examinations.
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