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Introduction

Polymorphous low-grade adeno-
carcinoma (PLGA) is a rare,
malignant salivary tumour. This
tumour accounts for 2-4% of
malignant head and neck tumours,
10% of all malignant oral cavity
tumours, and 15-23% of all malig-
nant salivary gland tumours.1

Extraoral lesions are rare: tumour
in the nasal cavity and nasophar-
ynx represents less than 0.5-1% of
cases.2

PLGA was first described in
1983 by Batsakis et al.3 and
Freedman and Lumerman,4 who
named it terminal duct carcinoma
and lobular carcinoma, respective-
ly. PLGA is a rare pathology that
often occurs within the fifth and
sixth decades of life, with a
female/male ratio of 2:1.5,6 This
lesion grows slowly, painlessly,
and without major symptoms.
Macroscopically, the lesion

appears as a grey-red mass
 covered by normal mucosa. 

Non-functioning pituitary
 adenomas (NFPA) are non-
 secreting tumours with an estimat-
ed prevalence of approximately
70-90 cases/million, representing
20-45% of pituitary tumours.7

In this paper, we describe the
first case of a nasopharyngeal
PLGA in association with a
NFPA.

Case report

A 51-year-old male smoker
(roughly 25 cigarettes/day), who
was dislipidemic, overweight
(176 cm, 100 kg), presented with
severe headache attacks (frontal,
refractory to medical treatment)
for six months, was seen in
January 2007. The patient further
reported an important nasal
obstruction for one month, left ear
fullness, daytime sleepiness, and

snoring that had worsened. A
 flexible fiber-optic examination
revealed a 2 cm red-grey sessile
mass occupying the left portion
of the nasopharyngeal vault
(Figure 1). A CT scan and brain
contrast-enhanced magnetic
 resonance imaging (MRI)
revealed a pituitary macroadeno-
ma and a neoplasm in the
rhinopharynx, contiguous to the
left Meckel cavity (Figure 2).
During an endoscopic trans-
 sphenoidal approach for the
 pituitary macroadenoma, a biopsy
of the hyperplastic nasopharyn-
geal tissue was taken. Immuno -
histochemical analysis revealed
the presence of PLGA cells. Three
months after the first intervention,
the nasopharyngeal mass (22 mm
� 20 mm) was endoscopically
resected. 

Clinical endoscopic controls
were performed at 3, 6, 9, and
12 months after surgery. There

Nasopharingeal polymorphous low-grade adenocarcinoma in a patient with non-
functioning pituitary macroadenoma

M. Garzaro*, G. Pecorari*, V. Landolfo*, P. Campisi**, A. Reali*** and C. Giordano*

*I ENT Clinic, Physiopathology Department, **Department of  biological sciences and human oncology,
***Radiotherapy Division, University of Turin, Turin, Italy

Key-words. Polymorphous low-grade adenocarcinoma; nasopharynx; pituitary non-functioning adenoma; surgical
 therapy

Abstract. Nasopharingeal polymorphous low-grade adenocarcinoma in a patient with non-functioning pituitary
macroadenoma. Background: Polymorphous low grade adenocarcinoma (PLGA) is a rare malignant neoplasm of the
minor salivary glands occurring in the fifth and sixth decade with a 2:1 female predominance. The nasal cavity is
involved in less than 1% of cases. The incidence of clinically recognisable pituitary adenoma is 15 cases/million/year.
The prevalence of non-functioning pituitary adenoma (NFPA) is estimated to be 70-90 cases/million. Both types of
 adenoma represent 20-45% of pituitary tumours.
Case report: The report describes the first case of PLGA associated with NFPA, both incidentally diagnosed.
Three months after the exeresis of the NFPA using a trans-sphenoidal approach, an endoscopic resection of the PLGA
was performed. No recurrence was observed during a 13 months follow-up.
Conclusions: Complete surgical excision is the preferred management for PLGA. Radiotherapy has not been demon -
strated to be effective in treating PLGA. The prognosis is good with a very low rate of metastasis and local recurrence.



60 M. Garzaro et al.

was no evidence of recurrent dis-
ease; a control MRI and CT-PET
revealed only aspecific low uptake
in the surgical site without any
residual disease. We did not use
CT in this case because MRI has
been reported to be more sensitive
in detecting benign and malignant
nasopharyngeal lesions.8 The
patient underwent neither radio-
therapy nor chemotherapy.

Pathological findings

Histological slides for examina-
tion by light microscopy and
immunohistochemistry were pre-
pared from buffered formalin-
fixed and paraffin-embedded
 tissue. Histochemical staining was
carried out with hematoxylin
and eosin. Immunohistochemical
 reactions were performed using
a Ventana automated immuno -
stainer with antibody against
 pancytokeratin (DAKO, clone
AE1/AE3), vimentin (DAKO,
clone V9), S100 protein (DAKO,
rabbit polyclonal), smooth muscle
actin (DAKO, clone 1A4), and
chromogranin A (DAKO, clone
DAK-A3). The proliferative index

was evaluated with Ki-67 (DAKO,
clone MIB1).

Gross findings

The surgical specimen consisted
of some irregular yellow-tan frag-
ments with the major portion
measuring 2 cm.

Microscopic findings

The lesion developed inside the
nasopharyngeal mucosa and was
non-capsulated, displaying an
infiltrative pattern of growth.
The tumour was composed
of monomorphic cells variably
arranged in solid nests, duct-like
or trabecular structures, and
focally  papillary architecture
(Figure 3). The neoplastic cells
were small to medium-sized and
uniform in shape, showing scant
eosinophilic cytoplasm, nuclei
with finely vesicular chromatin,
and inconspicuous nucleoli
(Figure 4). The stroma circum-
scribing the lesion was dense and
focally hyalinised. Areas of necro-
sis were not observed.

The tumour cells were diffusely
positive for cytokeratin AE1/AE3,

vimentin, and S100 protein but
negative for smooth muscle actin
and chromogranin A. The pro -
liferative index, as evaluated by
Ki-67, was 5%. 

These morphological and
immunohistochemical elements
suggested at diagnosis of PLGA.

Discussion 

Polymorphous low-grade adeno-
carcinoma is a rare malignancy
arising almost exclusively in the
minor glands.9 Most cases occur in
the oral cavity, arising from the
mucosa of the soft or hard palate
(over 60%), the lips (12%), or the
buccal mucosa (12%). Extraoral
lesions are rarely observed.10

Nasal cavity or nasopharyngeal
involvement accounts for less than
1% of cases. Only one report men-
tions the association of PLGA
with an undifferentiated carcino-
ma.11 To our knowledge, this is the
first report describing the simulta-
neous presence of nasopharyngeal
PLGA with a non-functioning
pituitary macroadenoma.

Clinically, NFPA is currently
defined as the totality of pituitary

Figure 1
Endoscopic (0° optic) image showing polymorphous low-
grade adenocarcinoma in the left vault of the nasopharynx.

Figure 2
Sagittal MRI scan showing the pituitary macroadenoma (a)
and polymorphous low-grade adenocarcinoma (b).
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adenomas not actively secreting
hormones (no clinical syndrome
regarding high pituitary hormone
level is observed.12 Our patient
presented with normal plasma
levels  of the following hormones:
GH, TSH, FSH, LH, ACTH, and
PRL.

Trans-sphenoidal surgery is the
main therapeutic option and is
considered to be the gold standard
for the treatment of pituitary
macroadenomas.13 Surgical resec-
tion by the trans-sphenoidal route
has a very low rate of morbidity
and mortality. In cases with a sig-
nificant remnant after surgery, an
adjunctive radiotherapy protocol
(50 Gy) has been proposed.14

PLGA is an indolent tumour
that is locally invasive but rarely
metastasises (lymph nodes in only
6% of cases).9 Survival potential is
excellent: only one fatal case has
been reported in the literature.14

Differential diagnosis should be
made with pleomorphic adenoma
and adenoid cystic carcinoma
(ACC): the first is usually well
 circumscribed, lacking the  peri -
neural and perivascular infiltra-

tion, typical of PLGA nature.
Moreover, immunohistochemical
analysis has revealed that PLGA
expresses significant levels of
vimentin, which is generally
absent in canalicular adenoma.15

In our patient, the tumour cells
were indeed positive for the
vimentin marker. In contrast, ACC
is characterized by a different bio-
logical behaviour than PLGA and
being more aggressive, with a
faster growth rate and high metas-
tasis rate over prolonged periods.16

The management of PLGA
generally consists of complete
local surgical resection regardless
of the head and neck district.17

Because lymph node metastases
are a rare event, neck dissection
does not usually appear to be
 indicated. In our case, at one
year follow-up, no sign of lymph
node metastasis was reported.
Nasopharyngeal tumours are
 usually treated by chemo-radio-
therapy, but PLGA has been
reported to have a poor response
to radiotherapy.5 Lengyel et al.18

described a case of rhinopharyn-
geal PLGA with skull base

 invasion treated by radiotherapy
with a partial response: the patient
was alive with disease after
51 months off treatment. In our
case, after the complete resection
of the lesion (negative surgical
margins), we decided on an
 intensive follow-up, avoiding
postoperative radiotherapy and/or
chemotherapy. This choice was
based on the very low grade
observed in the immuno -
histochemical study (with a MIB1
maximum of 5%) and the clinical
and radiological absence of
regional or metastatic disease. 

Conclusion

Polymorphous low-grade adeno-
carcinoma is a rare malignant
 neoplasm characterized by low-
grade symptomatology; it requires
an appropriate surgical therapy
that ensures an excellent long-
term prognosis for the patient.
After adequate surgical excision
of this neoplasm, no relapse has
been reported thus far. Therefor
the association of nasopharyngeal
PLGA with a NFPA, both

Figure 3
Papillary and tubular aspects of the tumour. Haematoxylin and
eosin stain, original magnification �10.

Figure 4
Solid areas of the tumour. Cytological details are indicated:
eosinophilic cytoplasm (á), vesicular chromatin (   ) and
inconspicuous nucleoli (�). Haematoxylin and eosin stain,
original magnification �80.
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 incidentally diagnosed, represents
a unique clinical finding.
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