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Neuroendocrine neoplasms of the larynx constitute the

second most common group of neoplasms of this organ

after squamous cell carcinoma [1]. Tumors with neuroen-

docrine morphology are a distinct subset of laryngeal

neoplasms that share specific morphologic, histochemical,

immunohistochemical, and ultrastructural characteristics.

They can be conveniently divided into two main groups:

those of epithelial origin and those of neural type (which

includes only paraganglioma). Recently, a more succinct

categorization for the first group has been supported by

multiple authors, which includes separating the tumors into

four histologic types based on the histopathological char-

acteristics: typical carcinoid tumor, atypical carcinoid

tumor, small cell neuroendocrine carcinoma, and large cell

neuroendocrine carcinoma. While this new classification

does provide better risk stratification and more useful

information for treatment, others have advocated for using

the terminology of well-differentiated neuroendocrine

carcinoma, moderately-differentiated neuroendocrine car-

cinoma in place of the typical and atypical carcinoid.

As background, typical carcinoid tumor is the least

common of the laryngeal neuroendocrine neoplasms and

often arises in the supraglottis and especially in the aryte-

noid and in the aryepiglottic fold. The tumor is most often

identified in the seventh decade of life [2, 3]. The main

issue with the proposed nomenclature arises when one

examines the clinical course of the typical carcinoid tumor

of the larynx. The name ‘‘typical carcinoid’’ implies to

most that the lesion will have an indolent course. But, this

is most certainly not the case for these larynx tumors.

Although in the larynx they rarely present with lymph node

metastases at the time of the clinical diagnosis, these

tumors eventually metastasize in approximately one-third

of cases [4, 5]. Soga et al. [6] observed that 33 % of 42

patients with so-called typical carcinoid tumor of the lar-

ynx recorded in the Niigata Registry for Gut-Pancreatic

Endocrinomas [3] developed metastases. As well, Batsakis

et al. [7] reported an incidence of distant metastases in

30.7 % of cases of typical carcinoid tumor of the larynx

(four of 13 patients)—moreover, one patient ultimately

died of disease. We believe that these statistics greatly

exceed most viewer’s expectations of the behavior of an

‘‘indolent tumor’’. Wenig and Gnepp [8] reported a case of

typical carcinoid tumor of the larynx associated with car-

cinoid syndrome which developed after multiple liver

nodules were detected; one of these nodules was biopsied

and proved to be morphologically identical to the laryngeal

neoplasm. This patient had increased 5-hydroxyindole-

acetic acid (5-HIAA) levels in the urine (195 mg/24 h-

normal is 1–5 mg/24 h), and after treatment with strepto-

zotocin and Fluorouracil showed a subsequent decrease in

the 5-HIAA level. Six months before the presence of liver

metastases, the patient noted a lump in his left neck which

proved to be a metastasis from the laryngeal primary

tumor. A left-sided radical neck dissection was performed

which showed involvement of multiple lymph nodes.

Despite the fact that at last contact, the patient was alive
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and well, free of disease (Wenig, personal communication,

1990), the overall clinical course of this tumor indicated

the aggressive nature of this neoplasm.

In general, carcinoid tumors have a checkered past—in

the lung, for example, they were at one time grouped with

the ‘‘bronchial adenomas’’ as benign tumors. Presently,

pulmonary carcinoids are considered to be malignant

lesions—though, obviously they are less aggressive tumors

than the more common squamous carcinomas and adeno-

carcinomas of pulmonary origin. In lung, carcinoids typi-

cally have five-year survival rates of 87–100 % [9, 10].

There is some preliminary evidence that the Ki-67 prolif-

eration index may aid in the grading of pulmonary carci-

noid tumors, although it may be less helpful in creating

prognostic categories [11, 12].

Clearly, the behavior of the laryngeal typical carcinoid

tumor is similarly not as innocuous as once thought. Lar-

yngeal well-differentiated neuroendocrine carcinomas

(typical carcinoids) are less aggressive than the more

common moderately-differentiated neuroendocrine carci-

nomas (atypical carcinoids), although regional and distant

metastases have been reported and may occur late in the

disease course [3, 8, 13–16]. The potential sites of meta-

static spread of this neoplasm include lymph nodes, liver,

skin, lung, bone, pancreas [17]. The 5-year survival rate for

typical carcinoid tumor of the larynx is 48.7 % in a large

series [3]. Based on this literature, we strongly recommend

that that the terms ‘‘typical and atypical carcinoids’’ be

abandoned for the more clinically and pathologically

appropriate terms ‘‘well-differentiated and moderately-

differentiated neuroendocrine carcinoma’’, respectively.

We believe that these terms are much more accurately

synchronized with the malignant potential and behavior

that has been seen in these lesions in the larynx.

More work remains to be done with laryngeal well-

differentiated neuroendocrine carcinomas, and across the

entire spectrum of neuroendocrine carcinomas in this rare

subsite, with regard to classification, prognosis, and treat-

ment. Additional studies, such as extending the work with

proliferative markers in pulmonary carcinoids to laryngeal

tumors, are going to be necessary. In any event, one thing

remains clear: laryngeal well-differentiated neuroendocrine

tumors (‘‘typical carcinoid tumors’’) are malignant lesions

that possess a well-demonstrated capacity for giving rise to

both local and distant metastases. The nomenclature of this

tumor should reflect this known clinical behavior.
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