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KEYWORDS Abstract Neuroendocrine carcinomas of the head and neck are infrequent. They appear as
Neuroendocrine original tumoursin thisarea, or more frequently as lymph node metastasis, while some of them
tumours of the head are of unknown origin. We describe four cases diagnosed by pathological study of neuroendocrine
and neck; carcinomas in the head and neck area since 2002. All of the cases were male, with a mean age
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of 59 years. In the two primary cases, the tumours were located inside the maxillary sinus and
larynx; the other two were cases of cervical metastasis originating outside of the head and neck
area. Three of them died in less than 18 months. We emphasise the wide distribution this kind
of tumours has and the varying forms of associating; these factors make it difficult to join the
symptomatology into a single group, as well as to arrive at the diagnosis and to carry out
treatment.

© 2009 Hsevier Espana, SL. All rights reserved.

Carcinomas neuroendocrinos en ORL: Un diagnéstico dificil

Resumen Los carcinomas neuroendocrinos de cabeza y cuello son poco frecuentes. Se presen-
tan como foco primario en esta area, o més frecuentemente como metastasis ganglionar cervi-
cal, pudiendo, en muchos casos, formar parte de lostumores de origen desconocido.

Presentamos 4 casos diagnosticados por estudio anatomopatolégico de carcinomas neuroen-
docrinos pobremente diferenciados desde el afio 2002, en area ORL, todos ellos varones con una
edad promedio de 59 afios. En 2, el foco primario se localiza en el seno maxilar y en la laringe;
los otros 2 como metastasis cervicales de focos fuera de drea ORL. Tres fallecieron en menos de
18 meses.

Hacemos hincapié en la amplia distribucion y diversas formas de agruparse, 1o que hace dificil
reunir en un solo conjunto la sintomatologia, asi como llegar al diagnostico y efectuar su trata-
miento.
© 2009 Hsevier Espana, SL. Todos los derechos reservados.
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Our sample includes 4 patients: 2 with a primary tumour,
one large cell tumour of the larynx and another sinonasal.
The other 2 were large cell cervical metastasis from a
primary with pulmonary suspicion and a small cell tumour
of undetermined origin. In cases of cervical metastasis of
unknown origin, it should be noted that thistype of tumour
may comprise up to 5%*

Primary NEC in ENT areas are rare, the most common
being moderately differentiated in the larynx and in second
place, poorly differentiated small cell tumours of the
salivary glands. The poorly differentiated large cell types
may include sinonasal undifferentiated carcinoma as a
prototype,® asis the case with our patient No. 1.

They are more common in males. In our series, all 4
cases were male and aged over 50 years. Except for the
well differentiated, they were closely related to tobacco;
our patients were heavy smokers. Their morphology
displays characteristics of both endocrine and neural cells
with a common phenotype translating the expression of
protein markers (neuroendocrine). From the histological
standpoint, their growth pattern is usually organoid, solid,
glandular (tubular-acinar), banded and may also form
pseudorosettes.

One feature of this type of tumour is a very abundant
vascularisation, consisting of capillaries outlining small cell
islets. Poorly differentiated tumours exhibit very atypical
cells, with a high nucleus to cytoplasm ratio and lacking

a precise architecture' (Figures 1A, 1B, 1C, and 1D). They
present a very high mitotic index and also, frequently,
tumour necrosis.

Presentation symptoms do not differ from those of other
carcinomas, and will depend on the location of the lesion.
If the larynx is affected, as in Case No. 2, symptoms will
include dysphonia, dysphagia and foreign body sensation.
If the tumour is sinonasal (patient No. 1) it will manifest
through initially banal symptoms, such as mild respiratory
distress, rhinorrhea and epistaxis. If it is metastatic, the
cervical mass will alert of the disease (Cases 3 and 4).

The difficulty of its diagnosis is variable. In the well
differentiated with acharacteristic topography, the standard
histological examination is usually sufficient to establish
the diagnosis. When a predominant metastasis is observed,
the examination is complemented by immunodetection of
the secretion product markers, to guide the investigation
of the primary tumour. However, diagnosis is limited when
it comes to very poorly differentiated or undifferentiated
NEC, with very few neurosecretory granules. A differential
diagnosis is required between undifferentiated carcinoma,
malignant lymphoma and even a sarcomatous process. In
thiscontext, all clinical groundsand a thorough examination
are important, along with the histopathological study
(cytokeratin, anti-chromogranin A and B antibodies and
anti-synaptophysin antibodies).®® The patients listed in
the table, all due to being undifferentiated, required an

Figure 1

A) Poorly differentiated large cell sinonasal NEC. Architectural pattern in cords, nests or trabeculae, with organoid

arrangement and rich intermediate fibrovascular stroma. Atypical high mitotic rate. B) Large cell laryngeal NEC. Polymorphic pattern
with organoid features in solid nests, anastomosed cords or cribriform structures. Cells with marked anisokaryosis, vesicular nuclei
with granular chromatin and prominent nucleoli. High mitotic index. The immunohistochemical study showed tumour cells with
expression of cytokeratin AE1-AE3, EMA, synaptophysin, chromogranin, CEA, neuron-specific enolase. C) Metastasis of large cell NEC,
consisting of medium sized cells, large, with irregular vesicular nuclei, with scarce nucleoli. Arranged in the form of nests. The cells
were strongly positive for neuroendocrine markers (chromogranin and synaptophysin). D) Metastasis of small cell NEC: numerous
small, atypical cells with hyperchromatic spheroidal nuclei, with slight anisokaryosis and mitosis and imperceptible cytoplasm.
Arranged in isolated rows with nuclear facets and in small groups. Stained with hematoxylin and eosin. Magnification: x40.
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Figure 2

Imaging study of Cases 1 and 2. A) Snonasal CT: there is mass in the left nostril, left maxillary and ethmoid sinuses

from a large cell neuroendocrine carcinoma. B) Cervical CT: the stars indicate a mass in the right hemilarynx from a large cell

neuroendocrine carcinoma.

immunohistochemical study as well as CT and MRl imaging
to assess their extension (Figures 2A and 2B).

It is crucial for the diagnosis to be precise because the
treatment and prognosis differ according to the entity
involved. A differential diagnosis must be carried out
with tumours of other families that appear with the same
morphology, but whose treatment and prognosis differ from
NEC, such as paragangliomas, thyroid medullary carcinoma
metastasis, malignant melanoma and basaloid squamous
cell carcinoma, among others.

With regard to tumour spread, metastases occasionally
appear in well differentiated tumours, frequently in
moderately differentiated and always in high-grade. Our
cases were consistent with this description.

These tumours are generally treated by removal of the
lesion in well differentiated and moderately differentiated
cases. Inthe other 2 types, chemotherapy and radiotherapy
aretheinitial treatments.*"8In our study, 3 of the 4 patients
underwent surgery; 2 of them also received radiotherapy
and chemotherapy. Only one was treated exclusively with
chemotherapy.

The histological type of injury significantly influences
the prognosis of these tumours. In the well differentiated,
survival at 5 years can be of 100% dropping to half in
the moderately differentiated and to a low of 5%in the
undifferentiated.”® In the case of our patients, all diagnosed

with poorly differentiated NEC, 3 of them died before 18
months, presenting locoregional and distant invasion. The
patient with small cell NEC, whose primary tumour isyet to
be determined, is currently alive.
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