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Sclerosing polycystic adenosis of lower lip: A new and rare 
salivary gland entity
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Know The Field

INTRODUCTION

Sclerosing Polycystic Adenosis (SPA) is recently added 
in “other epithelial lesions” of  salivary gland section of  
fourth edition. Most of  the tumors are known to occur 
in parotid however, reports of  minor salivary glands are 
noted. Microscopically it  shows tubule-cystic proliferation 
in a sclerosing stroma with varied ductal morphology 
ranges from intercalated to apocrine. Intraductal changes 
of  dysplasia of  varying degree are also reported.[1,2]

CASE REPORT

An apparently healthy  70‑year‑old man  reported with a 
painless mass in the left lower lip of  5 months’ duration. 
On examination, a solitary, soft to firm submucosal 
swelling measuring about 0.5 mm × 0.5 mm was present 

on the left lower lip. Clinical differential diagnosis included 
focal reactive growths, organizing mucocele and benign 
mesenchymal tumors. The lesion was excised and subjected 
to histopathological and immunohistochemical analysis. 
Macroscopically, the lesion was whitish brown in color, 
measuring about 1  cm × 1 cm, soft in consistency and 
irregular in shape.

The multiple sections from the lesion showed a 
well‑circumscribed tissue with multiple, irregularly 
defined lobules composed of  variably sized collections 
of  ducts with cystic changes surrounded by hyalinized 
tissue [Figure 1]. Microcystic duct‑like spaces were lined 
by flattened to cuboidal epithelium with occasional mucin 
containing squamous, vacuolated and apocrine‑like 
metaplasia [Figure 2]. Some of  these lining cells showed 

Sclerosing polycystic adenosis (SPA) was first described in 1996 by Smith et al. and was characterized by 
resemblance to epithelial proliferative lesions of the breast such as fibrocystic disease and sclerosing adenosis. 
Etiopathogenetically, it is generally believed to represent a nonneoplastic sclerosing and inflammatory 
process. The age range is broad (typically fourth decade), with a slight female predilection. The vast majority 
are parotid lesions, with very few in minor salivary glands. As of 2017, not more than 60 cases have been 
reported worldwide. Microscopically, it is characterized by a well‑circumscribed to partially circumscribed 
tubulocystic proliferation of a gland within a sclerotic‑fibrous stroma. Ductal epithelium showing variations 
such as foamy, mucous and apocrine are seen. We report a case of SPA of lower lip in a 70‑year‑old male.
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subtle cytoplasmic granules. Perilesional area shows 
minor salivary glands with occasional lesional duct‑like 
infiltration along with sparse inflammation. Finally, 
histopathological diagnosis of  sclerosing polycystic 
adenosis (SPA) was rendered.   Sections were also subjected  
immunohistochemical staining for S‑100 and calponin as 
an adjunct to the diagnosis. The patient was followed up 
for 24 months and is currently free of  the lesion.

DISCUSSION

Till date, not more than 60 cases of  SPA have been reported 
in the available literature. In almost all reported cases, major 
salivary glands were involved, except in five cases where 
minor glands were involved.[3,4] Clinically, SPA is known 
to present as a painless swelling of  varying size. Lesions 
of  minor glands are known to be subtle or minimal sized 
mucosal nodules, as was found in this case. Previous cases 
of  oral SPA were reported on buccal mucosa, floor of  the 
mouth and palate while the present case in the lower lip. It 
is reported to occur more in females; however, the present 
case was in a male patient.

Microscopically, there is a great variability in the 
features of  SPA. Histologic examination shows a 
well‑circumscribed, partially encapsulated mass with 
preservation of  the lobular architecture and variable 
amounts of  inflammatory infiltrate in a sclerotic stroma. 
Multiple dilated ducts are often lined by a flattened 
bilayered epithelium. The ductal cells of  SPA show 
variable cytomorphologic characteristics including foamy, 
vacuolated, apocrine, mucous, clear, squamous, columnar 
and oncocyte‑like cells. The hallmark of  the tumors is 
the presence of  large acinar cells with numerous coarse 
eosinophilic PAS‑positive cytoplasmic granules. Some 
ducts contain solid and cribriform epithelial proliferations 
with vacuolated foamy cells having a sebaceous‑like 
appearance. Some cases exhibit focal intraluminal 
epithelial proliferation giving rise to solid, microcystic 
and cribriform structures. The current case exhibited 
multicystic pattern with ductal cells wavering from 
mucous, vacuolated and apocrine to foamy in appearance. 
In most cases, nuclear pleomorphism has been noted, 
ranging in severity from mild to severe and sometimes 
amounting to low‑grade ductal carcinoma in situ. However, 
in the present case except for hyperplasia of  ductal 
cells, no feature of  dysplasia or carcinoma was seen. 
The immunohistochemical characterization of  ductal and 
acinar cells is shown to be positive for cytokeratin (AE1-3 
and CAM5.2), variably positive for epithelial membrane 
antigenS100 protein, antimitochondrial antibody and 
negative for carcinoembryonic antigen, p53 and HER-2/

neu. One study demonstrated positivity of  acinar cells 
with coarse eosinophilic cytoplasm for GCDFP‑15. The 
flat cells surrounding the ducts filled with hyperplastic 
and dysplastic epithelium have been shown to be positive 
for smooth muscle actin, p63 and calponin suggesting 
their myoepithelial nature. Interestingly, the present case 

Figure 2: Ductal cell showing apocrine change. Note snout appearance 
and hyalinized stroma (H&E, ×400)

Figure 1: Low power showing well‑circumscribed multicystic with ductal 
proliferation (H&E, ×4)

Figure 3: Strong expression of S‑100 by both ductal and peripheral cells
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showed strong expression of  S‑100 by both ductal and 
peripheral [Figure 3] while calponin expression remained 
confined only to peripheral cells [Figure 4].

The histopathological differential diagnosis for SPA ranges 
from reactive, benign to malignant entities.

a.	 Pleomorphic adenoma is characterized by neoplastic 
proliferation of  glandular and myoepithelial component 
in a stroma varying from fibromyxoid or chondroid 
or osteoid or combination of  them. However, lack of  
intraductal proliferation and apocrine and sebaceous 
elements differentiates from SPA

b.	 Chronic sclerosing sialadenitis  (Kutner’s tumor), a 
rare lesion of  submandibular gland, shows remarkable 
replacement of  salivary gland parenchyma by fibrosis 
and lymphoplasmacytic infiltration along with 
periductal fibrosis. Absence of  ductal changes of  
hyperplasia and cellular changes delineate from SPA

c.	 Another uncommon disease polycystic disease 
(dysgenetic) which shares certain features comprised 
of  lobular proliferation of  cystically dilated ducts 
replacing gland parenchyma. Although apocrine 
metaplastic changes in cystic lining are frequently seen, 
its predilection to affect females bilaterally and absence 
of  intraluminal proliferations separate this from SPA. 
In addition, intraluminal microliths are frequently 
reported in polycystic disease

d.	 Cystadenocarcinoma and SPA share features of  cystic 
and ductal proliferations including apocrine changes 
to some extent; however, cystadenocarcinoma typically 
exhibits papillary growth and invasive growth

e.	 Malignancies such as mucoepidermoid carcinoma, 
salivary duct carcinoma and acinic cell carcinoma may 
also be ruled out based on their classical histologic 
patterns and cytomorphologic features.

Previously SPA was considered as pseudoneoplastic or 
inflammatory lesion however features such as cellular atypia 
and recent findings of  HUMARA assay suggest its clonal 
nature prompting to consider as a neoplasm.

Oral pathologist should be familiar with clinical, histological 
and immunohistochemical features of  SPA so as to avoid 
misdiagnosis.
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Figure 4: Strong expression of calponin confined to peripheral cells


