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Introduction

Pleomorphic adenoma is the most
common benign salivary gland
tumour and occurs mainly in
the parotid gland. This neoplasm
often grows slowly without
causing complaints other than that
of the tumour itself. Although it is
nearly always thinly encapsulated,
the borders with the normal gland
tissue are generally not sharp,
because it forms finger-like exten-
sions into the normal parotid
gland tissue. Recurrence is
thought to be due to these small
islands of tumour cells, which are
not noticeable during surgery, and
consequently may be left behind.1

A subset of pleomorphic adeno-
mas can undergo malignant
degeneration. Even more rarely, a
pleomorphic adenoma that is
seemingly benign at the micro-
scopic level may metastasize, thus
behaving like a true carcinoma.2-4

Case report

Our patient first presented in
1957, at the age of nineteen, with

a pleomorphic adenoma of the
right parotid gland. At that time,
she underwent a parotidectomy
followed by radiotherapy. The
medical records of that time have
been destroyed so the reasons for
the postoperative radiotherapy, the
treatment details and the histo-
pathology are no longer available.
She had had a tonsillectomy in
1955, chronic bronchitis, deafness
of the right ear since childhood
and suffered from an interstitial
cystitis, for which she was operated
in 1996. The patient did not smoke
and consumed no alcohol. 

In 1971 she was operated again
because of suspicion of a local
recurrence, however, no tumour
was found in the excision speci-
men. In 1977 a local recurrence
was diagnosed and excised transo-
rally using a mandibular split. The
patient remained well until 2000,
when she was referred to our insti-
tute for the first time because of a
mass in the oropharynx, trismus,
and sensory deficits in the
mandibular and skin area. There
were no signs of a facial nerve
paresis and no palpable lymph

nodes. Pharyngoscopy showed a
large tumour, originating in the
lateral border of the naso- and
oropharynx from the right tonsil
up to the base of the skull. A
Magnetic Resonance Imaging
scan confirmed these findings
(Figure 1). Once again the tumour
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Figure 1
MRI scan obtained at the time of presen-
tation at our institute shows a large
tumour, originating from the parotid
gland.
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was excised transorally. Histolo-
gical examination of the excised
tissue showed it to be a recurrent
pleomorphic adenoma without
any signs of malignancy
(Figure 2). Due to the incomplete
resection during a transoral
debulking procedure, radiotherapy
was given (25 fractions,
5000 cGy). In March 2001 the
patient had pain due to a rib
lesion, which on histological
examination was compatible with
a metastasis of the pleomorphic
adenoma with a myoepithelial
component and myxoid matrix but
no ducts (Figure 4). Histological
analysis did not show malignant
parameters. The patient received
5 doses of radiotherapy
(1750 cGy). In September 2001 a
posterior bone scan (Figure 3)
showed a new active lesion in the
fourth left rib and also an active
lesion in the right lateral base of
the skull. The patient was treated
with local radiotherapy. She died
six months later due to reasons
secondary to her disease. An
autopsy was not performed as the

patient passed away outside our
hospital. 

Discussion

Usually a pleomorphic adenoma
is treated by partial parotidecto-
my, which in general is safe and
effective treatment. In our case the
initial treatment consisted of a
parotidectomy followed by post-
operative radiotherapy. The 
medical records of that time are
no longer available so the reasons
for the postoperative radiotherapy
could not be determined.
Incomplete surgical resection or
fear for recurrence – since this
occurred quite often at that time –
might have been the reasons.
However, Leverstein et al.5 studied
245 patients with a pleomorphic
adenoma, and found that only
0.8% developed a recurrence after
primary resection. Based on these
findings, long-term follow-up
seems to be unnecessary.

Pleomorphic adenomas may
undergo malignant degeneration
with time but, unless this has

occurred, they are not associated
with metastatic spread. Our case
differs from the more commonly

Figure 2
Photomicrograph showing ducts, solid epithelial areas and
myxoid material with isolated cells, all features compatible
with a diagnosis of pleomorphic adenoma. No signs of atypia
are visible.

Figure 3
Posterior bone scan (555MBq/Tc99m/
H.D.P.) obtained at the time of metastases
shows pathological bone deposition in the
fourth left rib and the third right rib. The
scan also shows an active lesion in the
right lateral base of the skull.
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occurring carcinoma ex-pleomor-
phic adenoma because of the
benign histological appearance of
both the primary tumour and the
metastatic lesion. There are only a
few reported cases of MPA. The
first case was described by Foote
and Frazell6 in 1953. Metastases
probably arise by vascular or lym-
phatic pathways.7 Wenig et al.8

found that no histological parame-
ter, including mitotic rate, pleo-
morphism, or infiltrative growth,
helped predict the development of
benign metastasis in their study of
11 cases. 

Table 1 is adopted from
Nouraei et al.9 in which they
undertook a review of all identi-
fied cases of MPA from 1953 to
2005, metastatic lesions that are
very occasionally identified in
patients with a history of pleomor-
phic salivary adenoma and, on
detailed pathological evaluation,
found to exhibit all the histologi-
cal hallmarks of the preceding
benign lesions. We extended their
summary with respect to presenta-
tion of metastasis, treatment of the

metastasis and if reported, eventu-
al outcome. Nouraei et al.9 did not
include the case of Cresson et al.10

into their series because the histo-
logical features from the distant
site differed from the primary
lesion. It is however questionable
if in MPA the features indeed need
to be the same. In our case the his-
tological features between the
recurrence and the metastasis are
also not the same. The primary
tumour (Figure 2) showed the
typical appearance of a pleo-
morphic adenoma: ducts lined
by eosinophilic cells with a
surrounding cuff of myoepithelial
clear cells showing dissociation
and forming myxoid matrix. In the
rib metastasis (Figure 4) the
myoepithelial component and the
matrix production were main-
tained but there were no ducts 
present. 

It is noteworthy that el-Naggar
et al.11 in 1988 questioned the
authenticity of the benign nature
of the primary and metastatic
lesions of most reported cases.
The problem of classification of

benign metastatic pleomorphic
adenomas focuses on the discus-
sion whether or not limited foci of
atypical histological features are a
hallmark of malignancy or may
occur in benign lesions as well.
The predictive values of DNA-
ploidy and cytometric analysis,
and the role of Ki-67 in case of
MPA are still unclear.12-14 One fea-
ture common to all reported cases
has been the stromal dominance in
the tumours, as is true for our
case.11 Histological analysis fails
to show malignant parameters like
infiltrative growth, but based on
its clinical behaviour the MPA
should, according to el-Naggar
et al.11, be considered a low-
grade malignant salivary tumour.
Bradley12 states that the clinical
picture or behaviour of MPA
seems to be similar to that of car-
cinoma ex-pleomorphic adenoma
and other true malignant tumours.
It is conceivable that MPA
may constitute a submicroscopic
malignant transformation with
molecular genetic alterations.15 We
concur with these authors because
our case also followed a malignant
course. 

In 2000 Chen et al.3 reviewed
published cases of metastases of
histologically benign pleomorphic
adenomas. It is remarkable that in
20 of the 24 reviewed cases one or
more recurrences occurred prior to
metastatic spread. In that study as
in our case, bone followed by the
lungs proved to be the main sites
of metastasis. These sites are also
those favoured by malignant sali-
vary gland tumours.11 Likewise, in
the study by Wenig et al.8, 10 out
of 11 cases had one or multiple
recurrences prior to metastatic
spread. These results fit in with
other publications where an
association is described between
multiple recurrences and metas-

Figure 4
Photomicrograph, taken from the histology specimen of the
fifth right rib, showing nests of cells composed of plasmacy-
toid myoepithelial cells as well as myxoid areas with isolated
cells. No signs of atypia are present. This picture was inter-
preted as compatible with a diagnosis of pleomorphic adeno-
ma.
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Table 1

Metastasizing pleomorphic adenoma in the literature, 1953-2005. Adapted from Nouraei et al.9

NED: no evidence of disease; RT: radiotherapy; CT: chemotherapy.

Source Year No. cases Localisation of metastasis Treatment Outcome
Foote and Frazell 1953 1 Lung Surgery Not mentioned
Fine and Marshall 1961 1 Right femur Surgery and RT Progressive local destruction

and further bone metastases
Youngs and Scheuer 1973 1 Liver Surgery 12 months; NED
Chen 1978 1 Sacrum RT Progression
Morrison and McMullin 1984 1 Skull
Drinkard and Schow 1986 1 Mandible Surgery Not mentioned
El-Naggar et al. 1988 1 Abdominal wall Surgery Not mentioned
Wermuth et al. 1988 1 Lung Surgery Not mentioned
Collina et al. 1989 2 Cervical lymph node Surgery 12 months; NED

Cervical lymph node Surgery 36 months; NED
Freeman et al. 1990 1 Submandibular lymph node Surgery 12 months; NED
Landolt et al. 1990 1 Lung Surgery Not mentioned
Sim et al. 1990 1 Lung Surgery 12 months; NED
Ferlito et al. 1991 1 Cervical lymph node Surgery Not mentioned
Girson et al. 1991 1 Diploic space Surgery Not mentioned
Pitman et al. 1992 2 Lung RT Iliac bone metastasis

Lung and lumbar vertebrae Not mentioned Not mentioned

Wenig et al. 1992 11 Skin, kidney Surgery 12 months; NED
Humerus, femur, ribs, verte-
brae, sacrum, pharynx

Surgery and RT 36 months; death with disease

Femur, skin, CNS Surgery 24 months; death with disease
Retroperitoneum Surgery 60 months; NED
Lung Surgery 60 months; NED
Cervical lymph node Surgery 36 months; NED
Submandibular lymph node Surgery 36 months; NED
Submandibular lymph node Surgery 192 months; NED
Lung Surgery 12 months; death with disease
Calvaria Surgery 24 months; NED
Kidney Surgery Not mentioned

Qureshi et al. 1994 1 Scapula and lung Conservative 12 months; no progression
Commins et al. 1995 1 Cervical lymph node Surgery and RT 24 months; NED
Olsha and Gottschalk-
Sabag

1995 1 Liver Surgery 48 months; NED

Schreibstein et al. 1995 1 Sacrum Palliative decom-
pression

14 months; alive with disease

Klijanienko et al. 1997 2 Cervical lymph nodes Surgery and RT Lung and spine metastases
Pelvis RT Multiple pulmonary, skull and

vertebral metastases

Klijanienko et al. 1998 1 Lungs and paravertebral
localisation

Surgery and CT Paravertebral mass enlargement
and breast metastases

Hoorweg et al. 1998 3 Lung Surgery Further pulmonary metastases
Cutaneous Surgery Further cutaneous metastates
Sacrum Surgery and RT Invasive locoregional recurrence

Sampson et al. 1998 1 Lungs, cavernous sinus,
iliac muscle and iliac bone

Surgery and RT 6 months; death with disease

Goodisson et al. 1999 1 Maxilla Surgery 24 months;  NED
Chen and Tu 2000 1 Cervical lymph nodes Surgery 8 months; NED
Hay et al. 2001 1 Subcutaneous tissue lower

neck
Surgery 36 months; NED

Marioni et al. 2003 1 Maxillary sinus Surgery 6 months; NED
Yoshizaki et al. 2004 1 Lung Surgery 21 months; NED



Metastasizing pleomorphic adenoma of the parotid gland 25

tases.2,16,17 The precise effect of the
radiotherapy, which our patient
twice received, is uncertain.

Conclusion

We present a case with multiple
local recurrences of a parotid
gland pleomorphic adenoma that
eventually metastasized to the ribs
and base of the skull. The paradox
between the benign microscopic
aspect and the metastatic capacity
remains unexplained. Although
not much literature about the
above mentioned is available, we
still consider the first operation to
be of great importance in the pre-
vention of recurrences and
metastatic spread. This is empha-
sized by the fact that multiple
local recurrences seem to be a risk
factor for metastasis due possibly
to the increased access to vascular
spaces during surgery.11,18 In our
case, radiotherapy had a limited
palliative role in treating the
metastases.
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