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Abstract
Objective: To evaluate the clinical course and pathological characteristics of basaloid head and neck squamous cell
carcinoma.

Method: Retrospective study of 18 cases of basaloid head and neck squamous cell carcinoma. Epidemiological,
clinical and histological data were analysed and the Kaplan–Meier test used to estimate survival rates.

Results: The majority of lesions were at an advanced stage. These lesions were primarily localised in the larynx,
hypopharynx and oropharynx. Routine pre-therapeutic assessment of squamous cell carcinoma was performed.
Pathological diagnosis was difficult, although immunostaining was extremely useful. Positive staining for KL1,
MNF 116 and 34βE12 and negative immunostaining for chromogranin and synaptophysin were also important
factors in obtaining a definitive diagnosis. In the majority of cases, treatment involved surgery and radiotherapy.
The five-year survival rate was 5 per cent.

Conclusion: Basaloid squamous cell carcinoma is an uncommon head and neck lesion, with a challenging
histological diagnosis. These lesions must be carefully monitored due to their aggressive course, and require
multimodality treatment.
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Introduction
Basaloid squamous cell carcinomas (SCCs) are rare
tumours which are usually found in the aerodigestive
tract. They differ from epidermoid carcinomas in their
histological appearance and potentially aggressive
clinical characteristics. Only a few cases of basaloid
SCCs in the ear, nose or throat have been described
since the first such report in 1986.1

In the French language literature,2,3 cases have been
rarely reported but well defined; in the English
language literature, reports have been more numerous
but exact numbers difficult to evaluate (as certain
cases have been reported in several different studies).
Most authors report a poor outcome for head and

neck basaloid SCC. Histological and immunohisto-
chemical analysis is therefore an important tool in
establishing a reliable diagnosis.
We report our experience of 18 cases of basaloid head

and neck SCC treated between 1986 and 2006, focuss-
ing on this lesion’s aggressive clinical course and its his-
topathological diagnosis and management.

Materials and methods
This retrospective study included a total of 18 cases
treated between 1986 and 2006 in our ENT department.
Study inclusion was based on a histological diagnosis
of basaloid SCC, according to the criteria defined by
Wain et al.1

Clinical data regarding age, gender, alcohol and
tobacco use, stage, treatment, and follow up were
obtained from our institution’s computerised database.
Lesions were classified using the tumour-node-metas-
tasis (TNM) staging system,4 following clinical exam-
ination, endoscopy, and computed tomography (CT) of
the neck, pharynx, larynx and sinuses. Magnetic reson-
ance imaging was carried out in one case of a tumour
located in the nasal sinus. Cases suspicious for lung
or liver metastasis received a routine physical examin-
ation, liver blood biochemistry analysis, lung X-ray,
and chest and abdominal CT scanning; some cases
also received liver ultrasonography. From 2000
onwards, patients also underwent routine cervico-thor-
acic CT scanning.

Accepted for publication 11 October 2010 First published online 30 March 2011

The Journal of Laryngology & Otology (2011), 125, 608–613. MAIN ARTICLE
©JLO (1984) Limited, 2011
doi:10.1017/S0022215111000491

https://doi.org/10.1017/S0022215111000491 Published online by Cambridge University Press

https://doi.org/10.1017/S0022215111000491


Routine histological examination was performed in all
patients. Six patients (30 per cent) also received
additional immunohistochemical tests analysing smooth
muscle actin, neuron-specific enolase, PS 100, synapto-
physin, vimentin, chromogranin and cytokeratins (i.e.
KL1, MNF 116, 34βE12, CAM 5.2 and EMA).
The survival rate was analysed using the

Kaplan–Meier test.

Results

Demographic and clinical data

The mean patient age was 61 years (range 52–87 years)
and the sex ratio was 3.5 (14 men and four women).
There were 13 smokers, of whom nine had a previous
medical history of alcohol abuse. One patient was a
passive smoker. One patient had a previous medical
history of cervical irradiation for SCC, six years prior
to the appearance of basaloid SCC.
Table I summarises the patients’ disease localisation,

TNM stage at diagnosis, metastasis and outcome. All
patients treated surgically for basaloid SCC also under-
went cervical dissection for lymph nodes. Basaloid
SCC occurred most frequently in the larynx (seven
cases) and hypopharynx (seven cases). Fourteen (78
per cent) patients had either stage three or four
disease, and 50 per cent of all 18 cases had clinical
or radiological lymph node involvement at diagnosis.
The mean follow-up time was 33 months (range two
to 140 months).
The most common treatment was combined surgery

and radiotherapy (eight cases); some of these patients
also received chemotherapy with cisplatin (three
cases). In the other cases, treatment consisted of
surgery alone (two cases), radiotherapy alone (one
case), radiotherapy and chemotherapy (cisplatin) (one

case), polychemotherapy (cisplatin and fluorouracil)
(one case), and palliative treatment alone (one case).
Adjuvant chemotherapy was added to post-operative
radiotherapy in cases in which histopathological analy-
sis showed surgical margin involvement, angiomatous
and/or perineural invasion, involvement of more than
three lymph nodes, or lymph node capsular rupture.
Regarding outcomes, there were three cases of local

recurrence (one in a maxillary sinus and two in the
pharynx) and one of regional recurrence (involving
one lymph node in the Ha area). Seven (39 per cent)
patients had metastasis. The principal site of metastasis
was the lung in five cases, the liver in one case and the
skull base in one case.
One patient (number 8, Table I) presented with syn-

chronous lesions in the larynx and bronchus (of similar
histological type). Another patient (number 12) pre-
sented with a metachronous lesion in the oropharynx,
followed six years later by a basaloid SCC of the
lateral piriform sinus wall.
Survival rates at one, three and five years were 78, 22

and 5 per cent, respectively, with a median survival time
of 23 months from the time of diagnosis. Only one
patient (number 9) died of intercurrent disease. In our
institution, the survival outcomes for conventional
SCC was 28 per cent for pharyngeal and oral cavityl
and 45 per cent for laryngeal lesions, in contrast the
survival of head and neck basaloid squamous cell
carcinoma.

Histopathology and immunohistochemistry (Figs 1–3)

Histopathological analysis was performed according to
the method of Wain et al.,1 with the exception of one
case in which cystic spaces were found.
Immunohistochemical test results are presented in

Table II. Positive immunostaining for the epithelial

TABLE I

CLINICAL AND OUTCOME DATA

Pt no Site Metastasis∗ TNM Stage Treatment Follow up

1 Larynx Liver T2 N2 M1 4c 0 DOD at 3 mth
2 Hypo Nasal septum & cranial base T3 N3 M0 4b S, RT then S, RT DOD at 23 mth
3 Sinus 0 T3 N0 M0 3 S, RT then S R at 3 yr, NR 5 mth
4 Hypo Lung then skin T4 N3 M0 4b S, RT then S, CT DOD at 5 yr
5 Oro 0 T2 N2 M0 4a S, RT NR at 19 mth
6 Larynx Lung T2 N2 M0 4a S, RT LR at 17 mth
7 Oro 0 T2 N1 M0 3 CT, CT–RT NR at 17 mth
8 Larynx & bronchus Lung T4 N0 M0 4a S, CT–RT, CT LR at 17 mth
9 Hypo Lung T2 N0 M0 2 CT, S, RT DC at 4 yr
10 Hypo 0 T3 N0 M0 3 S, RT NR at 2 yr
11 Hypo 0 T3 N0 M0 3 RT DOD at 2 mth
12 Larynx & hypo 0 T2 N0 M0 2 S then S, RT R at 2 yr, NR 3 yr
13 Hypo Lung T1 N0 M0 1 S then S then RT, CT LNR at 2 yr, DOD at 4 yr
14 Oro 0 T4 N3 M0 4b RT, CT DOD at 3 mth
15 Larynx 0 T4 N3 M0 4b S, CT, RT DOD at 36 mth
16 Larynx 0 T4 N0 M0 4a S, RT, CT NR at 31 mth
17 Oro 0 T2 N2a M0 4a S, RT NR at 36 mth
18 Larynx 0 T1 N0 M0 1 S, RT NR at 2 mth

∗Primary (M1) or secondary. Pt no= patient number; TNM= tumour-node-metastasis staging; DOD= died of disease; mth=months;
hypo= hypopharynx; S= surgery; RT= radiotherapy; R= recurrence; yr= years; NR= no apparent recurrence after the last carcinogenic
episode; CT= chemotherapy; oro= oropharynx; RT= radiotherapy; LR= alive with recurrence; CT–RT= concurrent CT & RT; DC=
died of intercurrent disease; LNR= lymph node recurrence
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markers 34βE12, KL1 and MNF116 was seen in all of
the six tested cases. Of these six cases, positive staining
for CAM 5.2 and neuron-specific enolase was present
in 70–75 per cent, and positive staining for chromogra-
nin, PS100, actin, vimentin and synaptophysin was
seen in 14–40 per cent. Positive staining for neuro-
endocrine markers (i.e. chromogranin and synaptophy-
sin) was observed in only one case.

Discussion
Basaloid squamous cell carcinoma is a particular
variant of SCC known to occur in a variety of anatom-
ical sites, including the upper aerodigestive tract and
head and neck. The first 10 cases of upper aerodigestive
tract lesions were described by Wain et al.1 in 1986.
Since then, more than 200 cases of basaloid SCC of
the head and neck have been reported.2,3,5–34 Most of
these cases were located in the upper aerodigestive
tract.1,6–10,12–29

Basaloid squamous cell carcinoma can also be
encountered in other sites, such as the oesopha-
gus,35–39 lung and bronchus,40–42 thymus,43 anus,44

sinonasal tract,45–47 and uterine cervix.48

Clinical evaluation

The basaloid SCC patient population is similar to the
head and neck conventional SCC patient population
in terms of sex ratio (with a male preponderance) and
mean age (60 years).1,6,8,24,28,45,49

Most of our patients presented with advanced stage
disease, according to the guidelines established by
the UICC. Similarly, previously reported cases of basa-
loid SCC have primarily presented at an advanced
stage, with frequent metastasis.1,6,8,13,15,24,31

The risk factors for head and neck basaloid SCC are
unclear. Tobacco and alcohol consumption have been
implicated by Banks et al.,6 but not by Wieneke
et al.45 The involvement of cervical radiation22 and
viral carcinogens (i.e. human papilloma virus (HPV)
and herpes simplex virus)50 has also been reported.
Alcohol and tobacco consumption seems to be
present in the same proportion of basaloid SCC patients
and conventional SCC patients.51 Recent articles33,52

have reported that HPV 16 plays a role in head and
neck basaloid SCC development. As in conventional

SCC, HPV 16 seems to be more frequent in oropharyn-
geal basaloid SCC than in non-oropharyngeal basaloid
SCC, and its presence is associated with an increased
survival rate. Our study did not assess HPV.
Basaloid SCC requires aggressive, multimodality

treatment incorporating surgery (of the lesion and
lymph nodes), radiotherapy and, in most cases, che-
motherapy.1,6,7,12,45 In our study, chemotherapy was
associated with curative treatment in cases with poor
histopathological prognostic factors, as has been
reported for Head and neck conventional SCC by
Soriano et al.51

Histopathological analysis

Basaloid SCC has distinct, specific histopathological
characteristics.1,6 Histopathological diagnostic criteria
for this tumour were originally defined by Wain
et al.,1 and have been modified several times.6–8,14,45

The differential diagnosis of basaloid SCC includes
adenoid cystic carcinoma, adenosquamous carcinoma,
small cell undifferentiated carcinoma, basal cell adeno-
carcinoma and neuroendocrine carcinoma.45 The simi-
larity to adenoid cystic carcinoma is only superficial;6

in the present study the correct diagnosis is made by
meticulous histological examination.
Immunohistochemical analysis enables the differen-

tiation of basaloid SCC from other lesions; however,
immunostaining assessment does not appear to be
useful in differentiating basaloid SCC from adenoid
cystic carcinoma.45

Immunostaining assessment

Several antibodies have been evaluated to determine
their immunoreactivity to basaloid SCC, in order to
differentiate this tumour from other cancers. The anti-
body against 34βE12 (an antibody specific for high
molecular weight cytokeratins 1, 5, 10 and 14) seems
to be more sensitive than other markers.6,45

In our study, immunostaining for 34βE12, for KL1
(an antibody specific for high molecular weight cyto-
keratins 1, 5, 10 and 14) and for MNF 116 (an antibody
specific for these same high molecular weight cytoker-
atins) all had the same sensitivity in detecting basaloid
SCC (100 per cent).

TABLE II.

IMMUNOHISTOCHEMICAL TEST RESULTS

1 2 hypo 2 nez 3 4 hypo 4 poum 8 16 %

34ßE12 + + + + + + + 100
CAM 5.2 + − + + 75
KL1 + + + + + + + 100
MNF116 + + + + + + + 100
PS100 − − − − − + rare rare 17
Chromo + − − − − − − 14
NSE + + + + + − − 71
Actin − − − − + + − − 25
Vimentin + − − + − 40
Synapto + − − − − − − 14
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Immunoreactivity for S100 protein was irregularly
present in our study (being seen in 17 per cent of tested
patients, as compared with 39 per cent in Banks and
colleagues’ study6 and 43 per cent in Wieneke and
colleagues’ study).45

Synaptophysin and chromogranin are present in
small cell undifferentiated carcinoma but are classically
absent in basaloid SCC, generally permitting differen-
tiation of these two (otherwise quite similar) lesions;
however, we observed immunopositivity for both sub-
stances in 14 per cent of our basaloid SCC patients.6,45

A finding of immunonegativity for chromogranin and
synaptophysin together with immunopositivity for
34βE12 can eliminate neuroendocrine tumour from
the differential diagnosis.45,48

Other antibodies have been reported to be present in
basaloid SCC. Coletta et al.53 have reported strong
immunoreactivity for the anti cytokeratin 14 antibody
but immunonegativity for cytokeratin 7, and immuno-
reactivity for cytokeratin 1 only in the squamous com-
ponent of the tumour. Lack of cytokeratin 7 expression
can exclude adenoid cystic carcinoma and adenosqua-
mous carcinoma from the differential diagnosis.49,54,55

Lack of cytokeratin 14 expression eliminates neuro-
endocrine carcinomas and small cell undifferentiated
carcinomas from the differential diagnosis.53,56

Immunoreactivity for cytokeratin 1 indicates a squamous
component, which is indispensable for the diagnosis of
basaloid SCC.53 Immunopositivity for 34βE12 and
cytokeratin 14 together with immunonegativity for chro-
mogranin, synaptophysin and cytokeratin 7 appears to be
a very useful tool for the diagnosis of basaloid SCC.
Immunoreactivity to KL1 and MNF 116 also

appears to be useful, but further evaluation is required.

Treatment

In all the studies cited, head and neck basaloid SCC
was associated with a poor prognosis, due to a clinical
course characterised by a high incidence of cervical

lymph node metastasis, local recurrence and distant
metastasis.24,36,51,54,57 In our experience, head and
neck basaloid SCC had a worse prognosis than conven-
tional SCC, with a five-year survival rate of 5 per cent.
Soriano et al.2 compared basaloid SCC patients with a
cross-matched population of patients with well to mod-
erately differentiated conventional SCC, and concluded
that basaloid SCC patients were a high risk population.
Basaloid squamous cell carcinoma metastasis occurs

via lymphatic and blood vessels to lymph nodes and
viscera, including the lungs, bone, skin and
brain.1,6,12,15 Most basaloid SCC recurrence appears
in the first year after treatment.1,12,15 Our series con-
firmed this poor outcome, with a 78 per cent one-
year survival rate and a poor, 22 per cent three-year sur-
vival rate. However, other authors believe the prognosis
for basaloid SCC patients to be similar to that for con-
ventional SCC patients.8,55

FIG. 1

Photomicrograph showing lobules of basaloid cells with central
comedonecrosis. (Haematoxylin eosin safran; original magnifi-

cation ×2.5)

FIG. 2

Photomicrograph showing central comedo-style necrosis within a
basaloid nest. (Haematoxylin eosin safran; original magnification

×10)

FIG. 3

Photomicrograph showing abundant intercellular hyaline globules
conferring a cribriform-like pattern. (Haematoxylin eosin safran;

original magnification ×40)

BASALOID SQUAMOUS CELL CARCINOMA OF HEAD AND NECK 611

https://doi.org/10.1017/S0022215111000491 Published online by Cambridge University Press

https://doi.org/10.1017/S0022215111000491


Some of our patients had synchronous basaloid SCC
lesions. This previously unreported finding generates
some questions. Do such synchronous lesions represent
‘skip’ or distant metastases from the primary?
Furthermore, will some patients always develop SCC
of the basaloid type?
Our results appear to confirm the aggressive course

of basaloid SCC, as reported by several other authors.
Our findings may assist the development of more accu-
rate diagnostic techniques and more appropriate
treatment. Currently, a new patient with diagnosed
basaloid SCC, whose health status is good, will receive
maximum combined treatment involving surgery,
radiotherapy and chemotherapy.

• Basaloid squamous cell carcinoma (SCC) is
an uncommon lesion in the head and neck

• This tumour has a more aggressive clinical
course than conventional SCC, with rapid
and frequent local recurrence and cervical
lymph node and/or distant metastases

• Diagnosis is challenging due to similarity with
adenoid cystic carcinoma and small cell
undifferentiated carcinoma

• Aggressive, multimodality treatment is
usually needed

• Careful monitoring is important due to the
tumour’s aggressive course

Basaloid squamous cell carcinoma is an uncommon
lesion with a challenging histological diagnosis.
Careful monitoring is vital due to the aggressive clini-
cal course and the necessity of multimodality
treatment.

Conclusion
Basaloid SCC is an uncommon lesion which usually
presents clinically at a late stage. Our study findings
indicated epidemiological and histopathological par-
ameters similar to those for conventional SCC, but a
more aggressive clinical course, with rapid and fre-
quent local recurrence and/or cervical lymph node
and visceral metastasis.
The histopathological diagnosis of basaloid SCC is

challenging due to this tumour’s similarity with
adenoid cystic carcinoma and small cell undifferen-
tiated carcinoma. Immunostaining techniques may be
very useful in distinguishing basaloid SCC from
other, similar lesions; immunostaining is positive for
34βE12 and negative for synaptophysin and
chromogranin.
Aggressive, multimodality treatment is required

involving surgery, radiotherapy and chemotherapy.
The survival rate for basaloid SCC is clearly worse

than that for conventional SCC. Careful monitoring is
essential due to the tumour’s aggressive course.
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