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Pigmented lesion with characteristics of 
malignancy: a case report
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Pigmentations of the oral mucosa include a range of lesions or conditions 
that manifest as changes in the color of oral tissues; these changes may 
show melanocytic activity. A melanotic macule is a small, well-circum-
scribed melanocytic benign lesion. It can occur on the lips and intraorally 
and ranges in color from brown to black. Microscopically, it is character-
ized by elevated levels of melanin production by basal melanocytes, which 
appear normal in terms of number, morphology, and distribution. 

A 48-year-old woman sought treatment for a pigmented lesion that 
had been present for 4 months. Intraoral examination revealed a non-
homogenous brownish spot (measuring 0.7 cm) with irregular borders on 
the left side of the soft palate. Since the lesion had an atypical clinical ap-
pearance, melanocytic nevus, oral melanoacanthoma, and oral malignant 

melanoma were considered in differential diagnoses. After an incisional 
biopsy, the lesion was diagnosed as a melanotic macule. Due to their 
varying clinical appearance, benign pigmented lesions can be mistaken for 
malignant tumors, especially when the lesions exhibit similar coloration, 
symmetry, and borders. Through this report on a case with atypical 
clinical characteristics, we aim to reinforce the ubiquitous nature of oral 
pigmented lesions, and the importance of employing different approaches 
to diagnosing these lesions.
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A melanotic macule (also known as 
focal melanosis) is a small, benign, 
well-circumscribed, melanocytic 

lesion that is brown to black in color. The 
color typically is due to increased levels of 
melanin produced by basal melanocytes 
in the form of tiny granules (melano-
cytes), which are transferred to certain 
epidermal cells, such as keratinocytes. 
Melanotic macules are asymptomatic 
lesions most commonly found on the ver-
milion border of the lip (30%), followed 
by the gingival and alveolar ridge (23%), 
the buccal mucosa (16%), and the labial 
mucosa (9%). The lesions are less fre-
quently found on the hard palate (7%).1-3 
These lesions generally are solitary; how-
ever, multiple lesions have been reported.1 

A 1979 study examined 105 melanocytic 
lesions and found approximately 50% 
were 0.1-0.3 cm in diameter, while 7.3% 
measured 0.7-0.9 cm.2 Melanotic macules 
are commonly observed in the fourth and 
fifth decade of life, with a predilection for 
females and Caucasians.1,2,4 However, they 
may also be seen in dark-skinned individu-
als; in such cases, the lesions are more 
likely to appear on the buccal mucosa, an 
area where multiple lesions are more likely 
to be found compared to the lower lip 
area.4 The formation of an oral melanotic 
macule is not influenced by solar exposure, 
nor do these macules darken when exposed 
to the sun.5 The lesion may be idiopathic 

in nature or result from racial pigmenta-
tion (although some authors disagree 
about this factor), endocrine disturbances, 
antimalarial therapy, trauma, hemochro-
matosis, or Peutz‐Jeghers Syndrome.1,6 
Microscopically, a melanotic macule is 
characterized by elevated levels of melanin 
production from basal melanocytes. These 
melanocytes appear normal in terms of 
number, morphology, and distribution. 
Melanin pigments can also be found in 
melanophages in the superficial portion of 
the lamina propria.1,7,8 

Melanotic macules are asymptomatic 
and do not exhibit malignant potential. 
However, some lesions can be misdiagnosed 
as melanomas, especially when located on 
the palate, the preferred site for malignant 
lesions. In such cases, biopsy and histo-
pathological analysis are recommended for 
definitive diagnosis. The ideal treatment 
approach for these lesions is a matter of 
controversy. Some prefer the “wait-and-see” 
policy, which involves paying close atten-
tion to clinical changes (color, size, and 
surface), whereas others prefer surgical 
excision in the hopes of preventing malig-
nant transformation.9 Melanotic macules 
do not recur after excision.4,6,9 

This article presents a case involving 
a pigmented lesion on the palate with a 
clinically atypical appearance, and discusses 
the implications involved in the differential 
diagnoses of these pigmented lesions. 

Case report 
A 48-year-old Caucasian woman had a 
pigmented lesion that had been present 
for 4 months. Her 5-year medical his-
tory included myocardial infarction and 
revascularization surgery. The patient took 
propanolol (40 mg), simvastatin (10 mg), 
and acetylsalicylic acid (100 mg) twice a 
day. Her family history did not appear to 
play a role in the formation of this lesion. 
The patient smoked for 20 years, but quit 
8 years earlier. 

An extraoral examination revealed 
no abnormalities; however, an intraoral 
examination revealed a non-homogenous 
brownish spot (measuring 0.7 cm in 
diameter) located on the left side of the 
soft palate, 1.2 cm posterior to the left 
maxillary third molar. The lesion had 
irregular margins and a consistency 
similar to that of normal oral mucosa 
(Fig. 1). The lesion remained unaltered 
upon diascopy. No other abnormalities or 
pigmentations were found during intra-
oral examination and the patient reported 
no other pigmented lesions on her body. 
Since tumors of melanocytic origin can 
be either malignant or benign, a partial 
biopsy and histopathological examination 
were performed for definitive diagnosis. 

Microscopically, the sections showed a 
stratified squamous epithelium containing 
melanocytes with melanin in the basal and 
suprabasal layers. Some areas exhibited 
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pagetoid projections of the melanocytes 
in the epithelium; however, atypia was 
not present in the melanocytes. A small 
amount of melanophages and melanin were 
observed in the subepithelial connective 
tissue (Fig. 2). Immunohistochemical 
labeling of S-100 protein was used to com-
plement the morphological analysis and 
visualize the melanocytes, making it possi-
ble to analyze their distribution. The results 
showed a sparse distribution of melanocytes 
in the basal and suprabasal layers of the 
epithelium; as a result, other lesions related 
to melanocyte proliferation were ruled out 
and the lesion was diagnosed definitively 
as a melanotic macule (Fig. 3).

Discussion 
A dentist faced with a pigmented lesion 
should perform a careful evaluation, 
including a full medical and dental 
history and thorough extraoral and 
intraoral examinations. The presence of 
associated skin hyperpigmentation or 
pigmented lesions on the face, perioral 
skin, or lips should be investigated also. 
It is important to collect data regarding 
the patient’s medication history, smoking 
habits, and the length of time that the 
lesion has been present; the color, shape, 
and size of the lesion should be evaluated 
as well. Benign pigmented lesions usually 
are small and symmetric, with regular 
borders and uniform color. Malignant 
lesions tend to present with irregular bor-
ders, color variation, and surface ulcer-
ation. In some cases, clinical features may 
make it difficult to distinguish between 

a benign pigmented lesion and an early 
melanoma. In these cases, a partial 
biopsy usually is recommended.1,10

The clinical diagnostic hypotheses for a 
focal pigmented lesion in the oral mucosa 
should include melanocytic nevus, oral 
melanotic macule, melanoacanthoma, 
and oral malignant melanoma.1 Multiple 
hypotheses of systemic, drug-related, or 
syndromic conditions were considered in 
the present case, and discarded after the 
medical history evaluation and clinical 
examinations were performed.

Melanocytic nevus is a common lesion 
of the skin.1 In a study involving 119 cases 
of oral nevus, 44% showed nevi on the 
palate, 16% were found in patients ages 
40-49, and 60% were found in women.1,11 
The etiology and pathogenesis of mela-
nocytic nevi is not well understood.12 
Clinically, they usually are flat; however, 
it has been reported that polypoid large 
lesions range in color from brownish‐blue 
to bluish-grey to black. Typically, elevated 
nevi have a light pigment, while flatter 
lesions tend to be darker.13 

In the present case, the possibility of a 
melanocytic nevus was discarded during 
the histopathological examination because 
the elevated production of melanin was 
not associated with a proliferation of 
nevus cells. In addition, the lesion did not 
exhibit the typical clinical characteristics of 
a nevus, such as homogeneous coloration 
and regular borders.7 

Oral melanoacanthoma is a rare (only 
40 cases have been reported in the litera-
ture) benign pigmentation that manifests 

as a spot or slight tumefaction with rapid 
growth and coloration ranging from brown 
to black. Although most oral melanocan-
thomas are asymptomatic, some patients 
have reported pain and burning sensa-
tions.7 In some cases, the lesion can grow 
to several centimeters in size; as a result, it 
sometimes cannot be distinguished from 
an oral malignant melanoma on the basis 
of clinical findings.1 Although the etiology 
of oral melanoacanthoma is unclear, some 
cases have reported an association between 
trauma and the formation of these lesions, 
an association reinforced by the lesions’ 
predilection for appearing on the buccal 
mucosa.1 In addition, these lesions gener-
ally regress after the traumatizing agent is 
removed.1,7,10 Microscopically, these lesions 
have dendritic melanocytes, which typically 
are confined to the basal cell layer and are 
dispersed throughout the epithelium asso-
ciated with any areas showing acanthosis.7 
A mild inflammatory infiltrate also may 
be seen in the superficial lamina propria. 
Because of the lesion’s rapid growth and 
dark pigmentation, a biopsy is indicated to 
rule out melanoma.14 In the present case, 
the diagnosis of melanoacanthoma was dis-
carded after microscopic analysis revealed 
minimal acanthosis and no proliferation of 
melanocytes in the intermediate layer.7

Oral malignant melanoma is quite rare 
and has an extremely unfavorable progno-
sis; as a result, early diagnosis is extremely 
important. The palate and maxillary 
gingival are affected most frequently.10,15 
Clinically, oral malignant melanoma is 
asymptomatic with black heterogeneous 

Fig. 1. Clinical aspect of a pigmented soft 
palate lesion, measuring 7 mm in diameter, with 
non-homogeneous brownish coloration and 
irregular edges.

Fig. 2. Histogram of the lesion, showing stratified 
epithelium with a proliferation of melanocytes and 
melanin in the basal and suprabasal layers (H&E 
stain; magnification 200X).

Fig. 3. Histogram of melanocytes with immunohis-
tochemical labeling, demonstrating the presence of 
S-100 protein (magnification 200X).

www.agd.org      General Dentistry      September/October 2013      e3



coloration, irregular asymmetric edges, and 
rapid growth.10 In rare cases, amelanotic 
melanomas may be seen intraorally and 
appear erythematous. It is easy to confuse 
small lesions for benign conditions, such 
as reactive denture hyperplasia (caused 
by an ill-fitting maxillary denture) and 
amalgam tattoos. They may exhibit asym-
metric and irregular borders, similar to 
cutaneous melanomas. Bony erosion in the 
mouth is common.16 It can be difficult to 
distinguish melanomas from solitary oral 
melanotic macules, labial lentigines, for-
eign bodies, or racial pigmentation based 
on clinical features alone; as a result, they 
can grow and cause local or distant metas-
tases before detection. A more advanced 
disease may show nodular or irregular 
surface characteristics.16 According to 
Patel et al, approximately 25% of patients 
with primary oral malignant melanoma 
also have lymph node metastasis; the 
incidence at other sites typically is higher.17 
Microscopically, these melanomas are char-
acterized by a proliferation of malignant 
atypical melanocytes that grow on the sur-
face and invade the underlying connective 
tissue.10 The standard treatment for oral 
malignant melanomas is radical resection. 
Surgery can be combined with radiother-
apy, chemotherapy, or immunotherapy; 
however, the effectiveness of such therapies 
remains unknown.15 Overall, the survival 
rate of patients with this condition is poor 
(15%, with a median survival period of 25 
months), because it is difficult to obtain 
a negative surgical margin of excision and 
contain early hematological spread.15,18 

In some cases, the pre-existing hyper-
pigmentation of malignant oral melanoma 
may appear benign without significant 
cytological atypia in microscopic analysis; 
in other instances, they appear to repre-
sent melanoma in situ from the begin-
ning. A small biopsy specimen may result 
in an erroneous benign diagnosis. Oral 
melanotic macules, melanoacanthoma, 
and oral melanocytic nevi can indicate 
oral lesions preceding malignant oral 
melanoma.16 Microscopically, melanomas 
in situ show an increase in atypical mela-
nocytes. These melanocytes have angular 
and hyperchromatic nuclei with sparse 
mitotic activity. They may form aggre-
gates or may be distributed irregularly in 
a junctional location. By contrast, mela-
nocytes in invasive melanomas show a 
variety of cell types, including epithelioid, 
spindle, and plasmacytoid cells. These 
membranes typically have large, vesicular 
nuclei with prominent nucleoli and low 
levels of mitotic activity. They are usually 
aggregated into sheets or alveolar groups; 
neurotropic or desmoplastic configura-
tions are less common.16

In the present case, the lesion exhib-
ited asymmetry, irregular borders, color 
variations and a diameter of more than 
6 mm—characteristics (referred to as the 
ABCD rule) that are used to identify cuta-
neous melanoma and that could be used to 
diagnose oral melanoma.15 This informa-
tion led the authors to consider a possible 
diagnosis of malignant melanoma. 

Because of the considerable variety of 
pigmented oral lesions, a biopsy and his-
topathological analysis often are indicated 
for a differential diagnosis.19 The epithe-
lium of a melanotic macule has normal 
stratified squamous cells with no elonga-
tion of the rete ridges and a lack of promi-
nent melanocytic activity. Atypia and an 
increased proliferation of melanocytes 
should lead to a diagnosis of melanoma in 
situ.16 In most cases, it is possible to make 
a diagnosis through morphological analy-
sis of histological sections stained with 
the conventional hematoxylin-and-eosin 
(H&E) technique; however, immunohis-
tochemical markers, such as S-100 protein 
and gp 100 (HMB-45 and Melan-A), 
may be appropriate in some cases.15 In the 
present case, immunolabeling with S-100 
protein was performed to visualize the 
melanocytes. The microscopic appearance 

of the lesion showed non-atypic cells and 
mitotic activity; in addition, the condition 
was absent from the underlying conjunc-
tive tissue, all of which was decisive in 
ruling out melanoma and arriving at the 
final diagnosis.

The melanotic macule is a benign lesion; 
treatment options include clinical follow-
up or surgical excision, with a good prog-
nosis.7 In the present case, the lesion area 
was re-evaluated 15 months post-treatment 
and showed no signs of recurrence (Fig. 4).

Conclusion
Pigmented lesions can present a diagnostic 
challenge, both clinically and microscopi-
cally. The variations in clinical appearance 
(particularly with such characteristics as 
coloration, symmetry, and edges) can 
result in misidentifying a benign tumor for 
a malignant tumor. These lesions are easier 
to diagnose when they are located on 
the skin, where they are more prevalent. 
Pigmented lesions are less common in the 
oral cavity, which explains why the litera-
ture concerning such lesions is relatively 
scarce. The diagnosis, treatment, and prog-
nosis of such lesions requires knowledge of 
the most common lesions and the criteria 
that should be considered when making a 
differential diagnosis. 
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