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Parotid Gland Primary Amelanotic Malignant Melanoma
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Abstract

Amelanotic malignant melanoma (AMM) represents only 2%—8% of all malignant melanomas, and primary AMM of the parotid gland is very rarely
diagnosed. This is the second case of primary AMM of the parotid gland in the literature. The aim of this report is to discuss our case and this rare entity.
The detection of AMM is very complex because the pathology results can be confused with those for inflammatory processes and benign and malig-
nant tumors. Immunohistochemical analysis of S100 protein and human melanoma black 45 (HMB45) analysis provides guidance in the differential

diagnosis of AMM. In this report, we present a rapidly growing amelanotic malignant melanoma in the parotid gland. Examination of the patient and
radiological studies showed no other lesions.
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Introduction

Primary malignant melanomas (MMs) of the parotid gland are extremely rare. Only a few cases
have been published in the literature; also, only one report has been published regarding a pri-
mary amelanotic malignant melanoma (AMM) of the parotid gland. AMM is an extremely rare
tumor, and immunohistochemical analysis is needed to differentiate the diagnosis.

In this report, we present an AMM in the parotid gland, with no other primary lesions detected.
Case Report

An 80-year-old man presented to our clinic in December 2013 with a very large, painless, round,
hard, fixed mass in the right parotid region that had been present for five months and had re-
cently increased rapidly in size, accompanied by bleeding and a bad smell (Figure 1). Informed
consent was obtained from the patient.

Four months previously, the patient had presented to another clinic with a painless mass in the
right parotid region. There was no skin lesion at that time. A fine needle biopsy was performed.
The pathology results indicated that the mass was a malignant tumor, and the surgeon suggested
total parotidectomy; however, the patient was afraid of surgery and did not seek medical at-
tention again until the mass started to bleed. Physical examination revealed a hard, bleeding,
malignant mass which was attached to the underlying soft tissue.

Cervicofacial magnetic resonance imaging (MRI) showed a parotid mass measuring 82 x 43 x 34
mm with an undefined boundary. Also, the MRI showed pathological cervical nodes, the largest of
which was measured to be 16 x 12 mm (Figure 1).

There was no functional impairment of the facial nerve.

The patient’s laboratory results were normal. Subsequently, the patient underwent an inci-
sional biopsy. Histopathological examination of the specimen fixed in buffered formalin along
with immunohistochemical analysis confirmed the lesion to be an AMM. Microscopically,
there was no evidence of a lymph node structure in the main tumor. The melanocytes formed
groups and invaded the parotid tissue. The tumor cells had enlarged hyperchromatic nuclei
with prominent nucleoli (Figure 2).

Immunohistochemical expression of S100 protein and human melanoma black 45 (HMB45)
analysis gave positive results, while expression of cytokeratin (CK-10) was positive in some areas.
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Figure 1. MRI showing a parotid mass measuring 82 x 43 x 34 mm
MRI: magnetic resonance imaging

Figure 2. AMM cell groups with enlarged hyperchromatic nuclei and
prominent nucleoli (haematoxylin and eosin stain x 100)
AMM: amelanotic malignant melanoma

Epithelial membrane antigen (EMA), CK, actin, and CEA tests were
negative. From these findings, AMM was diagnosed.

Investigations to find other melanomatous lesions included care-
ful physical examination, dermatological and ophthalmological
examinations, gastrointestinal endoscopy, abdominal ultrasound,
and cranial MRI. No abnormalities were found.

Positron emission tomography (PET) was then performed, and no
other suspicious lesions were detected.

The patient declined surgery and was referred to an oncology
clinic. He was treated with definitive irradiation (100 Gy) 37 times.
Although the patient was completely cured, he developed right
facial paralysis during the last three irradiation sessions.

Discussion

MMs of the head and neck are generally observed on the facial
skin, with the cheeks being the most commonly affected area (1).
While cutaneous MMs have a somewhat higher incidence among
women than men, the incidence of head and neck melanomas is

nearly two times greater among men. Compared to other types of
melanoma, head and neck melanomas are also relatively more
prevalent in older age groups (2).

Most MMs that are observed in the parotid gland are associated
with metastases originating from primary cutaneous melanomas
located on the head. These metastases generally reach the parotid
gland through its surrounding lymph nodes (3).

It is very rare for MMs to originate directly from the parotid gland
itself, and only a few cases of MMs primary to the parotid glands
have been previously reported (4-6). These findings of primary
MMs of the parotid gland were initially considered to be puzzling
because the means and mechanisms through which melanocytes
became localized in the parotid glands were unclear. Confusion re-
garding the origins of primary MMs of the parotid gland continued
until Takeda (7) identified melanocytes for the first time within the
interlobular ducts of the parotid gland during an autopsy.

In a report published in 1961, Greene and Bernier (8) suggested
that these melanocytes could be possibly associated with mela-
noblasts that became incorporated into the parotid glands dur-
ing embryonic development at the stage when oral epithelial cells
first extended into the underlying mesenchyme to form salivary
ducts and tissues. They supported their claim with evidence that
certain cells from healthy parotid glands also contain melanin, as
demonstrated by positive 3.4-dihydroxy-L-phenylalanine (L-DOPA)
test results.

In a report published in 1997, Takeda (7) was the first to describe
the identification of melanocytes in the parotid gland ducts dur-
ing the autopsy of a male subject. In a manner similar to Greene
and Bernier, Takeda rationalized the presence of melanocytes
based on the prenatal/embryonic development of the salivary
glands, noting that these glands are formed by cords of embry-
onic epithelial cells from the oral mucosa that proliferate towards
the mesenchyme. While extending into the mesenchyme, these
epithelial cells form extensive branches that later develop into the
salivary ducts (and associated secretory system) through canaliza-
tion. Takeda suggested that, as a consequence of this development
process, melanocytes from the embryonic epithelium of the oral
mucosa could be potentially carried into the mesenchyme and
thus become incorporated into salivary glands, such as the parotid
gland. Nevertheless, instances of melanocytes becoming part of
the salivary glands are believed to be exceptionally rare. For ex-
ample, among the parotid, submandibular, and sublingual glands
Takeda examined during more than 400 different autopsies, he
was able to identify salivary gland melanocytes in only one of the
evaluated subjects.

In light of information from past case reports, the diagnosis of

primary malignant melanoma of the parotid gland is performed

according to the criteria listed below:

()  The presence of a predominantly intraparotid mass.

(i) The absence of any lymph node-originated tissue within the mass.

(iii) The absence of any other malignant melanoma on the pa-
tient’s head and neck, including areas such as the nose,
mouth, facial skin, esophagus, and pharynx (a thorough ex-
amination of the head and neck should be performed).

(iv) The absence of any previously excised malignant melanoma
masses or of any gradually enlarging pigmented skin lesions.



As our case satisfied all of the abovementioned criteria, a pre-diag-
nosis of primary MM of the parotid gland was considered.

Amelanotik malign melanom is a rare type of MM that is observed
in only 2%—8% of cases (9). The amount of literature on primary
MM of the parotid gland is very limited, and reports of cases with
AMMSs primary to the parotid gland are even rarer. To our knowl-
edge, there is only one previous case report of AMM primary to
the parotid gland. The patient in question underwent treatment
involving total parotidectomy; however, the patient died five
months after surgery due to extensive metastases (10).

The patient in our current case had no history of prior melano-
mas or gradually enlarging pigmented skin lesions. The patient’s
tumor also demonstrated rapid growth. The presence of primary
AMM of the parotid gland was confirmed following the patient’s
immunohistochemical analysis and pathology report. It is difficult
to diagnose AMM hecause it can mimic other lesions, such as in-
flammatory processes or benign or malignant tumors. If AMM is
suspected after the diagnosis of malignant melanoma, AMMs can
be effectively distinguished by immunohistochemically assessing
the expression of S100 protein and by HMB45 analysis.

Following the diagnosis of AMMs, the treatment protocol is gener-
ally similar to those employed for pigmented melanomas. AMMs
generally have poorer prognoses than pigmented melanomas; this
is believed to be associated with their often late diagnosis. As our
patient refused to undergo surgery for his primary AMM of the
parotid gland, he was referred to the oncology department for
medical treatment.

Conclusion

To our knowledge, this is the second case report of primary AMM
of the parotid gland. Although AMMs are rare, it is important to
bear in mind that a rapidly growing tumor within the parotid area
can actually be a primary MM or an AMM of the parotid gland
itself.
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