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Pulmonary large-cell neuroendocrine carcinoma  
presenting as multiple cutaneous metastases

Carcinoma neuroendócrino de grandes células do pulmão  
diagnosticado a partir de múltiplas metástases cutâneas
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Here, we describe the case of a 66-year-old, 
male nonsmoker with a history of type 2 diabetes 
mellitus, hypertension, and dyslipidemia. The 
patient was referred to our hospital after the 
emergence of four painful erythematous nodules 
on his face, scalp, and trunk, over a three-week 
period (Figure 1). Determination of tumor markers 
showed elevated levels of procalcitonin (30.83 ng/
mL; reference value, < 0.5 ng/mL), carbohydrate 
antigen 19-9 (2,700 U/mL; reference value, < 37 U/
mL), and lactate dehydrogenase (850 U/L; reference 
range, 313-618 U/L). The histopathological 
examination of two nodules revealed strands 
and nests of large pleomorphic cells with vesicular 
nuclei and prominent nucleoli. Tumor cells were 
found to be immunohistochemically positive 
for chromogranin A, synaptophysin, and CD56 
(Figure 2), as well as for cytokeratin 7, whereas 
they were immunohistochemically negative for 
CD20. A CT scan of the chest revealed a 4-cm 
mass in the left lower lobe (Figure 1). The results 
of a transbronchial biopsy (via bronchoscopy) 
confirmed the diagnostic hypothesis of large-
cell neuroendocrine carcinoma (LCNEC) of the 
lung. The patient died three months after the 
diagnosis. 

Cutaneous metastases are a sign of poor 
prognosis. They are the first sign of an internal 
malignancy in only 0.8% of cases. The neoplasms 
that most often present as cutaneous metastasis 
are breast cancer in women and lung carcinoma in 
men. Cutaneous metastases can have a multitude 
of presentations, the abdomen, chest, scalp, and 
face being the sites that are most often affected.(1)

Only 0.3% of all lung cancers are LCNECs, 
which rarely present as cutaneous metastasis. The 
typical LCNEC patient is a male smoker in the 

seventh decade of life.(2) This type of carcinoma 
has an aggressive course and is rapidly metastatic. 
However, LCNEC rarely presents as endocrine 
syndromes, cutaneous metastases, or involvement 
of the surrounding structures. It can occur in the 
lungs, breasts, uterine cervix, gallbladder, urinary 
bladder, and ovaries, as well as (rarely) in the 
colon.(3,4) There have been only four reported cases 
of LCNEC presenting as cutaneous metastasis, 
and the primary origin of the neoplasia (lung, 
bladder, and rectum, respectively) was identified 
in three of those cases.(3-5) The case in which 
the origin could not be identified was the only 
one in which multiple cutaneous metastases 
occurred. To our knowledge, ours is the first 
report of multiple cutaneous metastases as the 
presenting sign of LCNEC of the lung. When 
there is no extracutaneous involvement, excision 
of cutaneous metastases of LCNEC should be 
considered because it could increase survival. 
If there are internal metastases, chemotherapy 
should be considered the first-line treatment, 
albeit having been shown to elicit a weak response. 
Survival after cutaneous metastasis ranges from 
two to five months.(6) It is important to distinguish 
cutaneous metastases of LCNEC from Merkel cell 
carcinoma, a rare lesion seen mainly in areas of 
the skin that have been exposed to the sun.(3) In 
the latter, the cells are usually smaller and are 
cytokeratin 20-positive.(3)

The case presented here helps clarify the 
biological behavior and the immunohistochemical 
profile of LCNEC of the lung. Our findings also 
underscore the importance of early recognition of 
cutaneous metastases to the accurate diagnosis 
and prompt, appropriate treatment of neoplasia.
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Figure 2 - On the upper left, histopathological staining showing sheets of pleomorphic 
tumor cells with a trabecular growth pattern in the dermis (H&E; magnification, 
×100). Immunohistochemical staining for CD56 showed positivity for tumor 
cells in a cytoplasmic pattern (lower right). Tumor cells were focally positive for 
chromogranin (lower left) and synaptophysin (upper right).

Figure 1 - Eruptive painful erythematous nodules on the face and scalp (photographs 
on the left). CT scans (on the right) revealed a 4-cm mass in the left lower lobe. 
Note the left adrenal gland metastasis (arrow).
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