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The literature is full of references to the identification of
different factors that may be helpful in deciding the treat-
ment and determining the prognosis in patients with head
and neck tumors. However, which factor is the most impor-
tant and decisive in the treatment and prognosis?

It is common practice for the clinician to speak with and
inform the patient after receiving the report of the histopa-
thological examination which, often confusingly for the
patient, could be described as “positive” or “negative”. This
histologic diagnosis, based on light microscopy, may be
supported by immunohistochemical, ultrastructural and
molecular investigations that improve the accuracy of cate-
gorization of the specific tumor type, and is the only spe-
cific diagnosis of the disease of the patient. Therefore, the
role of the pathologist is very important. He or she is called
upon to provide, what could be called, a qualitative diagno-
sis: for example, by labeling a neoplasm as a squamous cell
carcinoma, verrucous squamous cell carcinoma, small cell
neuroendocrine carcinoma, adenoid cystic carcinoma, mel-
anoma, rhabdomyosarcoma, lymphoma and so on. It is up
to the clinician and radiologist to produce a quantitative
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diagnosis of the lesion and possibly a differential diagnosis.
The combination of clinical information complementary to
the histopathological examination is often helpful to estab-
lish the precise diagnosis. An example may be the differen-
tiation between a squamous cell cancer of the skin versus a
keratoacanthoma. Another example may be the difference
between a clinically infiltrating tumor and a histopatholo-
gical report of dysplasia: a disparity, which is most often
the result of a sampling error. The product of these diagno-
ses will give rise to a more detailed understanding of the
disease, resulting in more effective treatment and a more
reliable prognosis.

For primary small cell neuroendocrine carcinoma of the
head and neck, an extensive and systematic workup is man-
datory for therapeutic and prognostic reasons. Such a
workup might be expected to include endoscopy of the
upper aerodigestive tract, imaging with CT and/or MRI of
the head and neck, chest, brain, upper abdomen, pulmonary
evaluation, screening for distant metastasis and laboratory
investigations.

In contrast, the evaluation and tumor staging in verru-
cous squamous cell carcinoma is completely different from
that for small cell neuroendocrine carcinoma. Verrucous
squamous cell carcinoma is a tumor that is locally aggres-
sive and non-metastasizing, which means that extensive
tumor staging or evaluation is not indicated. Verrucous
squamous cell carcinoma may be cured by conventional or
endoscopic laser surgery and neck dissection is not indi-
cated, as this tumor has so far never metastasized to cervi-
cal lymph nodes or to any other organs. The common
clinical finding of enlarged and tender lymph nodes drain-
ing verrucous squamous cell carcinoma may be misinter-
preted as proof of metastatic disease. However, pathologic
assessment of such lymph nodes consistently reveals only
an inflammatory reaction. Radiotherapy is far less effective
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than surgery because this tumor, though not wholly radiore-
sistant, is much less radiosensitive than conventional squa-
mous cell carcinoma [1]. Patients receiving initial treatment
with surgery enjoyed better survivals than did those treated
with irradiation, especially for cases originating in the oral
cavity, as suggested by the National Cancer Database
records of 2,350 cases of verrucous squamous cell carci-
noma of the head and neck [2]. This poor response to radio-
therapy is in stark contrast to the usually good response to
chemoradiotherapy of the previously described small cell
neuroendocrine carcinoma.

In summary, the exact identification of the type of can-
cer enables clinicians to plan specific and individual
tumor staging and treatment according to the oncotype
involved. Moreover, to avoid mismanagement of the
patient and complications, it is mandatory that the correct
diagnosis be established prior to commencement of the
definitive treatment. The choice of treatment is an impor-
tant parameter not only influencing prognosis, but also of
at least equal importance the patient’s subsequent quality
of life. Obviously, long-time prognosis would also be
superior if the most appropriate therapy was undertaken
“first time” [3].

So, the decisions regarding the most suitable diagnostics
and therapy are necessarily based on the histologic type of
the tumor. The prognosis, obviously, depends largely on
the different biological behaviors of the various oncotypes.
Other factors such as anatomical extension (stage of the
disease), presence of another malignancy, comorbidities,
environmental aspects and previous treatment are of con-
siderable prognostic significance, but the oncotype is the
most important factor in deciding the treatment and deter-
mining the prognosis in head and neck cancer. The progno-
sis of different oncotypes differs enormously: it is excellent
for verrucous squamous cell carcinoma, generally favorable
for common squamous cell carcinoma and poor for small
cell neuroendocrine carcinoma. More specifically, 5-year
survival rates are 95% for verrucous squamous cell carci-
noma, 90% for chondrosarcoma, 80% for mucoepidermoid
carcinoma, 68% for squamous cell carcinoma, 68% for
spindle cell carcinoma, 48% for carcinoid tumor, 46%
for atypical carcinoid tumor, 20% for melanoma, 17.5% for
basaloid squamous cell carcinoma and 5% for small cell
neuroendocrine carcinoma of the larynx, considering all
stages of disease [4].

The presence of lymph node metastasis is usually con-
sidered the single most adverse important prognostic factor
in head and neck cancer, but this is not always true, as for
example in the case of a primary adenoid cystic carcinoma.
For this tumor, distant metastases may be detected in the
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lung, liver, bones or brain without involvement of cervical
lymph nodes.

The optimal management of a patient with cancer
depends on many factors, including general health and
patient preference, and it is largely governed by the stage of
the disease at presentation. However, the oncotype is the
single most important factor, which guides the management
and prognosis of a neoplastic patient.

Most head and neck cancers that have to be treated in
current practice will be squamous cell cancers; unfortu-
nately, despite extensive research, no specific histopatholo-
gical, biological or molecular factors have been identified
within this histologic type to date that are able to signifi-
cantly influence decision-making and prognostication.
Recent research has for example identified molecular fac-
tors related to response to treatment, such as the presence of
HPV in oropharyngeal cancer and RNA expression profiles
related to the presence or absence of regional metastasis
[5, 6]. In future, the identification of molecular factors and
profiles in head and neck squamous cell cancer may prove
to be as important as the identification nowadays of the
correct histopathological oncotype. However, for now, it is
important to realize that there are many other histological
types of head and neck cancer, all of which have their spe-
cific natural histories and commensurate diagnostic workup
and therapeutic and prognostic implications that eclipse all
other known factors.
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