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The review describes the new findings on salivary gland pathology. Newly recognized entities include sclerosing polycystic adenosis (SPA) initially believed to be reactive/inflammatory lesion similar to fibrocystic disease of breast (1). Recent molecular study using the HUMARA (human androgen receptor assay) for clonality analysis demonstrated that SPA is clonal, and thus most likely neoplastic process (2).
Mammary analogue secretory carcinoma (MASC) of salivary glands was recently described as a new entity characterized histologically by resemblance to secretory breast cancer (3). It was demonstrated that MASCs harbour a recurrent balanced chromosomal translocation t(12;15)(p13;q25), which leads to a fusion gene between the ETV6 gene from chromosome 12 and the NTRK3 gene from chromosome 15, exactly as in secretory breast cancer (3). 


Cribriform adenocarcinoma of the tongue (CAT) is an infiltrative tumor that occurs almost exclusively in the base of the tongue characterized by synchronous metastases in lateral neck lymph nodes, but no distant spread (4). In 1999, we published a series of this distinctive type of adenocarcinoma occurring typically in the posterior tongue and retromolar region (4). These tumors were designated cribriform adenocarcinoma of the tongue (CAT) (4). The tumor was recognized by the latest issue of the WHO classification as a possible variant of PLGA, but it was noted that it was not yet clear whether this represented a genuine separate entity (5). Therefore, over the subsequent years, we have collected a new series of 23 cases of these tumors, some of which arose in minor salivary glands other than in the tongue (6). All the patients in our latest series were adults with a mean age at diagnosis of 55.8 years (range 25-85).  Fourteen of the 23 tumors were localized in the tongue, three in the soft palate, two in the retromolar buccal mucosa, three in the lingual tonsils, and one in the upper lip. Fifteen patients out of 23 had synchronous metastases in the cervical lymph nodes at the time of diagnosis, bilateral in three cases; in 3 patients, the nodal metastasis was the first evidence of disease, later investigation revealing primary neoplasms in the base of tongue and tonsil, respectively. In addition, one patient developed a cervical lymph node metastasis 8 years after excision of a primary tumor of the tongue. Data on treatment and follow-up were available in 14 cases. The patients were treated by radical excision with clear margins (12 cases) or by simple excision (2 cases). Neck dissection was performed in 10 patients; nine received radiotherapy, but none was treated by chemotherapy. Twelve patients are alive with no evidence of recurrent or metastatic disease after treatment, one patient died two years after surgery without evidence of tumor, and one patient is alive with recurrent tumor of the palate (6). In short, we believe the present study shows that CATS is a distinct tumor entity that differs from PLGA by location (i.e. most often arising on the tongue), cytology, histological architecture, and behavior, with frequent metastases at the time of presentation of the primary tumor (6).

In addition, old salivary gland tumor entities with new findings were included, such as salivary duct carcinoma (SDC) with newly recognized morphological variants (7,8), and a proposal of molecular classification (9). SDC and invasive breast ductal carcinomas have remarkably similar morphological features. Microarray studies have demonstrated that the latter can be subclassified into biologically and clinically meaningful molecular subgroups: luminal, molecular apocrine, HER2 and basal-like cancers. In our recent study of forty-three pure salivary duct carcinomas (10), the immunohistochemical panel previously validated for breast cancer was applied in order to determine whether SDC could likewise be classified into analogous molecular groups. SDC cases were stained with antibodies for estrogen receptor (ER), progesterone receptor (PR), androgen receptor (AR), HER2, epidermal growth factor receptor (EGFR) and cytokeratin 5/6. HER2 status was assessed by immunohistochemistry and silver in situ hybridisation. Cases were classified as HER2 positive if they expressed HER2 protein and harboured the HER2 gene amplification, regardless of the expression of other markers. Tumors lacking HER2 expression which expressed either ER, PR or AR were considered of ‘luminal’/molecular apocrine phenotype, again regardless of the expression of other markers. Cases negative for HER2, ER, PR or AR which expressed either EGFR or Ck 5/6 were considered of ‘basal-like’ phenotype. Carcinomas which were negative for all markers were considered of indeterminate phenotype.  Analysis revealed that 16.3% of the tumours were of HER2 phenotype, 67.4% were of ‘luminal’/molecular apocrine phenotype, 7% were of basal-like phenotype and 9.3% were of indeterminate phenotype. Interestingly, the in situ and invasive components displayed the same molecular subtype in all but one case.  Our results demonstrate that SDC can be classified into molecular subgroups approximately equivalent to those in the breast. Understanding the phenotypic complexity of SDCs may help expedite the development of novel therapeutic targets for these usually very aggressive tumors (10).
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