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Malignant epithelial tumours associated with
autoimmune sialadenitis
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SUMMARY Malignant epithelial tumours associated with autoimmune sialadenitis are rare in white
races but occur more often in those of Eskimo or oriental descent. Ultrastructurally these tumours
are squamous in origin, and they may arise from the epithelial component of autoimmune sial-
adenitis. The two cases reported are the first described in natives of this country, and in one, a case

of parotid tumour, autoimmune sialadenitis preceded the development of undifferentiated car-

cinoma by 12 years; the other, a submandibular lesion, indicates some diagnostic difficulties that
were found. This condition deserves wider recognition, as adequate primary treatment may result in
long term survival.

In 1952 Godwin' introduced the term "benign lym-
phoepithelial lesion" to describe a lymphoid infiltrate
of salivary tissue associated with glandular atrophy
and proliferation of salivary duct elements to form
islands ofepithelial cells. This process is now accepted
as an autoimmune disease2 and there is an increased
incidence in the subsequent development both of car-
cinomas and malignant lymphomas.3 Malignant epi-
thelial tumours associated with autoimmune sial-
adenitis are less common than malignant lymphomas
and show geographic and ethnic predispositions.
Over 50 cases have been reported, most having
occurred in Eskimos, with additional reports from
Japan and China.
We report two cases of malignant epithelial

tumours associated with autoimmune sialadenitis,
which we believe to be the first described in Britain. In
one case a salivary lesion diagnosed as autoimmune
sialadenitis had been removed from the parotid 12
years before the subsequent development of an
undifferentiated carcinoma. The second case pin-
points some of the diagnostic difficulties, and, we
believe, reflects a lack of awareness and possible
underdiagnosis of this condition.

Case reports

CASE I
A 60 year old man of Scottish descent presented with
a five month history of a rapidly growing lump in the
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right parotid region with more recent pain in the ear.
He had no other complaints and examination showed
a right parotid swelling. A superficial parotidectomy
was performed, and the surgical specimen received
showed a well circumscribed yellow tumour 3 5 cm in
diameter with surrounding salivary tissue and adja-
cent enlarged lymph nodes. He was alive and well two
years postoperatively.
Twelve years previously he had complained of

swelling in the right parotid region, and at operation
a soft mass 2-Ocm in diameter was removed from
within the lower pole of the parotid gland. He had no
other symptoms at that time. Histology showed a
small amount of atrophic salivary gland at the periph-
ery, but the major part consisted of lymphoid tissue
with islands of epithelial cells diagnosed as auto-
immune sialadenitis.
The more recent lesion showed residual atrophic

salivary gland and foci of lymphoid tissue with epi-
thelial elements typical of autoimmune sialadenitis at
the periphery (Fig. 1). In addition, hyperplastic and
variably atypical epithelial elements that were pro-
ducing multilayered duct like structures containing
desquamated cellular debris were seen (Fig. 2). These
merged into islands of solid undifferentiated car-
cinoma separated by fibrous trabeculae containing a
lymphocytic and plasma cell infiltrate (Fig. 3). The
tumour cells were round, oval, and spindle shaped
with large pleomorphic nuclei and numerous mitoses
(Fig. 4). In places tumour cells had a clear vacuolated
cytoplasm and showed foci of keratinisation (Fig. 5).
Metastatic tumour was present in adjacent lymph
nodes attached to the main specimen.

497

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://jcp.bm

j.com
/

J C
lin P

athol: first published as 10.1136/jcp.39.5.497 on 1 M
ay 1986. D

ow
nloaded from

 

http://jcp.bmj.com/


James, Ellis

Fig. 1 Case 1. Atrophic salivary tissue with epithelial
islands within lymphoid stroma at periphery ofsurgical
specimen. (Haematoxylin and eosin.) x 50.

Fig. 3 Undifferentiated carcinoma separated byfibrous
trabeculae containing lymphocytic infiltrate. (Haematoxylin
andeosin.) x 126.

Fig. 2 Multilayered duct like structure containing Fig. 4 Pleomorphic malignant cells with adjacent
desquamated cellular debris. (Haematoxylin and eosin.) lymphocytic infiltrate. (Haematoxylin and eosin.) x 720.
x 126.

CASE 2
A 69 year old English woman presented with a left
sided swelling below the angle of the jaw that had
gradually enlarged over the previous six months. A
small persistent ulcer on the frenulum of the tongue
related to her dentures was found, but this resolved
with conservative treatment. She had a history of

arthritis requiring non-steroidal anti-inflammatory
drugs.
A submandibular mass was excised and subsequent

investigations including endoscopy of the
nasopharynx, trachea, oesophagus, and stomach
showed no other abnormality. The neck was re-
explored one month later because of persistent swell-
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Fig. 5 Focal keratinisation; adjacent tumour cells have
clear, vacuolated cytoplasm. (Haematoxylin and eosin.)
x 720.
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Fig. 7 Focal keratinisation with "pearl"formation.
(Haematoxylin and eosin.) x 680.

Fig. 6 Case 2. Pleomorphic undifferentiated tumour with
conspicuous mitoses. (Haematoxylin and eosin.) x 290.

ing, but biopsy showed no evidence of residual dis-
ease. She was alive and well with no recurrence of her
disease nine months after the biopsy.
The surgical specimen was an encapsulated mass 3

x 2 x 2cm composed of solid sheets and anas-
tomosing cords of cells, with an intervening
fibrovascular stroma containing a focal lymphocytic
infiltrate. The tumour cells were rounded, oval, or

Fig. 8 Periphery oftumour showing island ofepithelium
surrounded and infiltrated by lymphoid cells, features typical
ofautoimmune sialadenitis. (Haematoxylin and eosin.)
x 290.

spindle shaped with large pleomorphic nuclei and
conspicuous mitoses (Fig. 6); focal keratinisation
with "pearl" formation was also present (Fig. 7).
Cords and islands of less atypical epithelial cells were
seen at the periphery, separated and focally infiltrated
by lymphocytes (Fig. 8), an appearance that is charac-
teristic of autoimmune sialadenitis. Fresh tissue
appropriately fixed and processed was available for

499

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://jcp.bm

j.com
/

J C
lin P

athol: first published as 10.1136/jcp.39.5.497 on 1 M
ay 1986. D

ow
nloaded from

 

http://jcp.bmj.com/


500

Fig. 9 Squamous differentiation is shown by desmosome
formation andpresence ofprominent tonofilament bundles.
Electron micrograph x 23 500.

ultrastructural examination, and tumour cells showed
squamous differentiation with well formed
desmosomes and prominent tonofilament bundles
(Fig. 9).

Discussion

The benign lymphoepithelial lesion described by
Godwin' is an autoimmune disease2 affecting salivary
tissue; and it may occur with or without the clinical
picture of Sjogren's syndrome. The term benign is
misleading because of the association with malignant
lymphoma, and this risk in patients with Sjogren's
syndrome is estimated to be 43-8 times greater than
that of a comparable normal population.4 Various
terms have been introduced to describe this condition
including immunosialadenitis,2 myoepithelial sial-
adenitis,3 and autoimmune sialadenitis.5 Recent
work has shown that the "myoepithelial" islands con-

tain metaplastic epithelial cells but no demonstrable
myoepithelial cells.6 We do not propose to review this
entity, its terminology, or the incidence of malignant
lymphomas but will draw attention to malignant epi-
thelial tumours arising in association with "auto-
immune sialadenitis".
Hilderman et al7 reported an undifferentiated car-

cinoma of the parotid salivary gland with a lymphoid
stroma that resembled the benign lymphoepithelial
lesion described by Godwin.' This was considered to
be the malignant counterpart of Godwin's benign
lesion and was termed malignant lymphoepithelial
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lesion with carcinomatous component. Over 50 simi-
lar cases have now been reported worldwide.8-22
Most have occurred in Eskimos and orientals, with
the parotid the most common site of origin, although
some cases arise in the submandibular gland.

Patients are commonly middle aged, but the range
varies, with occasional cases occurring in the second
decade of life.8 19 The tumours are undifferentiated
carcinomas, often with a nodular gross appearance
and cells arranged in cords, sheets, or nests separated
by a fibrous stroma with a lymphocytic infiltration,
which sometimes spills over into the tumour. The cells
usually show no differentiating features, but ultra-
structural studies indicate that they are of squamous
origin.17 20 22 23 In some casesl' 11 19 a benign
lymphoepithelial lesion had been removed several
years before the subsequent development of
the undifferentiated carcinoma while in
others13 15 17 19-22 residual areas of benign lympho-
epithelial lesion have been described.
On purely morphological grounds there is evidence

to indicate that these undifferentiated carcinomas
arise within salivary tissue affected by autoimmune
sialadenitis. It seems that they may arise from the epi-
thelial component of autoimmune sialadenitis by a
progression of metaplasia, to dysplasia, to frank
invasive malignancy. Severe epithelial dysplasia in
parallel with benign ductal elements has been
described in association with these tumours,17 21 and
atypia within the epithelial islands was present in our
cases. Interestingly, only one of the patients described
in the published reports had symptoms of Sjogren's
syndrome, and this case is the only adenocarcinoma
that has been described.9
Our two cases are typical of this condition but illus-

trate additional points of interest. One case presented
with autoimmune sialadenitis, and although this has
been previously reported,'0 11 19 the 12 year interval
before the development of malignancy is the longest
latent period described. Even on reviewing the origi-
nal histology there was no way in which the malig-
nant transformation might have been predicted. In
both cases areas of residual autoimmune sialadenitis
were present at the periphery of the tumour, and in
one case transition of the epithelial elements through
squamous metaplasia and dysplasia could be seen.
The tumours were unusual as both showed kera-
tinisation. A malignant epithelial tumour associated
with autoimmune sialadenitis was confidently diag-
nosed in one patient (case 1), based on the history of
autoimmune sialadenitis, the histological features of
the presenting tumour, and the presence of residual
autoimmune sialadenitis with adjacent atrophic sali-
vary tissue. The diagnosis was more difficult in case 2
and was made only after wide consultation. No sali-
vary tissue was present in the specimen received,
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which was interpreted as being a lymph node. It was
replaced by sheets and islands of undifferentiated car-
cinoma, which showed focal squamous differentiation
with an intervening fibrovascular stroma containing a
lymphocytic infiltrate. At the periphery of the
tumour, islands of hyperplastic epithelium with a
lymphoid stroma were identified with appearances
typical of autoimmune sialadenitis. Ultrastructural
studies in case 2 showed desmosomes and
tonofilament bundles indicating squamous
differentiation, findings in keeping with previously
published data.17 20 22 23

These problems in diagnosis led us to consider that
this may be a poorly recognised and underdiagnosed
entity. We have identified only eight reported cases in
the world that have occurred in cau-
casians, 7 10 13 15 17 21 and no cases of malignant epi-
thelial tumours associated with autoimmune sial-
adenitis were reported in a recent review of 2410
salivary gland tumours from Britain.2' The absence
of salivary tissue and paucity of autoimmune sial-
adenitis elements may obscure the lesion's true origin
and lead to a misdiagnosis-metastatic carcinoma in
a lymph node. Metastasic invasions of the parotid
gland or parotid associated lymphoid tissue do occur,
but submandibular metastases are exceptionally
rare.25 These tumours bear a striking resemblance to
nasopharyngeal carcinomas 20 and further clinical
investigation may be necessary to exclude the pres-
ence ofan underlying carcinoma in the upper oral and
nasal pharynx. The finding of sheets and islands of
undifferentiated carcinoma separated by lymphoid
stroma should alert the pathologist to the possibility
of a malignant epithelial tumour associated with
autoimmune sialadenitis. Subsequent search of tissue
sections for residual autoimmune sialadenitis or sali-
vary tissue may be fruitful and help in the diagnosis.
The geographical distribution of this otherwise rare

salivary gland tumour is of great interest. Most cases
have been reported in north American8 11 14 22 and
Greenland Eskimos16 with case reports from China'9
and Japan.20 There is no satisfactory explanation for
the high incidence in Eskimos, although the possi-
bility of vitamin A deficiency has been suggested.16 A
high incidence of nasopharyngeal carcinoma has been
described from China19 and Greenland"6 and it is
suggested that Epstein-Barr virus infection may be a
factor in the development of these salivary neo-
plasms.'6 23
Most patients have been treated with surgery alone,

although a minority have received radiotherapy and
also chemotherapy.20 Prognosis is difficult to assess
with these different regimens from various centres.
The outlook for an undifferentiated neoplasm might
seem poor, and the natural history is one of local
nodal metastases and ultimately widespread meta-

static disease. With radical local treatment, however,
long term survival is possible. Two thirds of the
reported patients were alive from eight months to
10-5 years after initial treatment, only one third dying
from metastatic disease. Only one7 of the eight cau-
casian patients described8 13 15 17 21 died from the dis-
ease; survival varied from 20 months to 12 years.

We are grateful to Professor RE Cotton for his com-
ments on the paper. We thank Mr Bill Brackenbury
for the photomicrographs and Mrs Margaret E Nor-
ris for preparation of the manuscript.
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