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Primary Anorectal Amelanotic Melanoma: 
The First Case Report from Saudi Arabia
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INTRODUCTION
Anorectal melanomas are exceptionally uncommon. It accounts for 

less than 1.0% of anorectal malignancies and around 0.3% of all mela-
nomas.1 Since, most of the cases with anorectal melanomas already 
have distant metastases at the time of presentation, the prognosis of 
this disease is poor with a median post-treatment survival time of less 
than 2 years and the 5-year survival rate of less than 20%.1,2 Amelanotic 
melanoma represents about 2-8% of all melanomas, almost 30% of 
anorectal melanomas are amelanotic, and they are distinct because they 
contain a little or no-pigmentation.3-6 However, the exact prevalence of 
this malignancy may be higher because this type of melanoma is difficult 
to diagnose.7,8 Amelanotic melanomas of the anorectum are extremely 
rare; only 20 cases of amelanotic melanomas of the anorectum have 
been reported in literature. Amelanotic or hypomelanotic melanomas 
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Case Report

ABSTRACT

Anorectal melanomas are exceptionally uncommon and only 30% of anorectal melanomas 
are amelanotic. We report here a case of an anorectal amelanotic melanoma in a female patient.  
An 84-year-old patient complained of anal mass for 3 months. On examination, there was a 7.0 
cm mass prolapsing through the anus that was pale-pink in color. Abdominal, pelvic, and chest 
computed tomography (CT) showed rectal wall thickening with an eccentric polypoid soft tissue 
density mass, and left inguinal and presacral lymph node enlargement along with a small nodule 
in the lower lobe of the left lung, likely representing metastatic deposit. Microscopic examina-
tion revealed a piece of skin with hyperplastic squamous epithelium with surface ulceration. 
The dermis and underlining tissue were showing infiltration by malignant sheets and nests of 
ovoid and spindle shape cells with prominent nucleolus and high mitotic s. Immuno-staining 
for HMB-45, S-100, and Melan-A was positive, and it was negative for P63, CK 5/6, and Pan-CK, 
thus confirming it as an anorectal amelanotic melanoma, and not an epithelial tumor. This is the 
first case of an amelanotic anorectal melanoma reported from Saudi Arabia.
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are a subtype of melanomas with no pigmentation 
and minimally pigmented on clinical examination. 
Uncommonly, this malignancy lacks melanin pig-
ment, complicating detection. Presenting complaints 
are non-specific rectal bleeding, pain, itching, or 
incontinence, mimicking more common disorders, 
and if malignancy is not suspected these melanomas 
can be misdiagnosed.3,4,8,9 Rectal bleeding is the 
most common symptom in anorectal melanoma, 
and for this reason this tumor can be misdiagnosed 
as simple hemorrhoids, which delays the diagnosis.10,11  

Amelanotic melanomas are considered as the 
great masqueraders in dermatology.12 Several 
cases of initial misdiagnosis were reported by pa-
thologists, which upon careful investigations and 
rechecking for the melanoma markers turned out 
to be amelanotic melanomas.13 There were reports 
of amelanotic melanoma cases that were initially 
misdiagnosed as a basal cell carcinoma,12 pyogenic 
granuloma,14,15 poorly differentiated adenocarcinoma 
of the rectum,16,17 Bowen’s disease,18 presenting as 
contact dermatitis,19 simulating juvenile xantho-
granuloma,20 and as otitis media.21 Using the histo-
logical criteria alone, differentiation of amelanotic 
anorectal melanoma from other malignant tumors 
is difficult, and immunostains are of important 
help to make the diagnosis accurately.22 Abnormal 
expression of immunohistochemical stains such as 
vimentin, cytokeratin, and c-Kit (CD117) further 
increases the risk of misdiagnosis.23  

Due to the aggressive nature and rarity of the 
disease, there are no separate guidelines for stag-
ing of the amelanotic anorectal melanoma tumors, 
however, anorectal melanomas staging and treat-
ment protocols are also useful for these tumors.9,24,25 
Recently, immunotherapy also shows success in 
treating melanomas in Japan. It has been shown that 
Nivolumab (OPDIVO), an antibody to programmed 
death (PD-1) is beneficial in controlling metastasis 
of amelanotic anorectal melanoma.26 Surgery in 
combination with radiotherapy and adjuvant im-
munotherapy, like interferon, was reported to be a 
choice of treatment for amelanotic anorectal mela-
noma if the tumor is not metastasized.27,28 Laparo-
scopic abdominoperineal resection (APR) was also 

shown to be useful in treating anorectal amelanotic 
melanoma due to its minimally invasive nature.29

CASE REPORT
An 84-year-old Saudi Arabian female patient 

was diagnosed for chronic calculous cholecystitis 
and had a laparoscopic cholecystectomy 2 years 
earlier and discharged in stable condition. This time 
she was admitted to ER with a complaint of anal 
mass for 3 months. She had a history of diabetes, 
hypertension, and hypothyroidism as well. She had 
no abdominal pain or fever; abdomen was soft and 
lax with no tenderness or distension. She did not 
notice any changes in bowl habits, but she noticed 
fresh blood during defecation. On physical exami-
nation there was painful cylindrical mass (7.0×4.0 
cm) prolapsing through the anus, which was pale 
pinkish in color and was thought to be clinically 
malignant (figure 1). 

Abdomen and pelvic computed tomography 
(CT) showed rectal wall thickening with an eccen-
tric polypoid lesion of soft tissue density arising 
from the wall of the rectum predominantly from the 
left side, which measured around 4.24×6.21×7.25 cm 
(craniocaudal×transverse×anteroposterior) diam-
eters, respectively (figure 2). The mass was situated 
about 3.9 cm from the anal verge with intralumi-
nal projection and subsequent marked reduction of 
the anorectal caliber. Perirectal fat planes stranding 
with presacral lymph node enlargement was seen. 
The largest lymph node on the left side measured 
around 1.5×1.8 cm in size (figure 3.B), and left 
inguinal lymphadenopathy was noted (figure 3.A). 
Both kidneys showed multiple. The liver was enlarged 
with diffuse fatty infiltration, no focal lesions were 
seen. These radiological descriptions suggested the 
anorectal mass was likely to be malignant and rec-
ommended for biopsy correlation. CT of the chest 
was done, which showed a small (0.77×0.49 cm) 
nodule in the lower left lobe of the lung that was 
likely suggestive of metastatic deposit (Figure 3.C). 
In figure 4 (A and B) contrast enhance axial and cor-
onal magnetic resonance imaging (MRI) of the pelvis 
with anorectal polypoid mass with marginal and 
eccentric enhancement is shown. These radiological 
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Fig.2: Sagittal (A), and coronal (B) views of abdomen and pelvic CT show cranial caudal 
extension of anorectal mass (yellow arrow) from the anal verge.

Fig.1: Grossing shows tumor mass extending 
from the rectum throughout the anus, 4 cm 
out (yellow arrow), and tumor mass pinkish 
white color with surface ulceration.

Fig.3: Axial CT of pelvis and chest show rectal wall thickening with an eccentric polypoid lesion of soft tissue density (Fig A & B yellow 
arrow) arising from the wall of the rectum predominantly from the left side with subsequent marked reduction of the anorectal caliber. 
Left inguinal lymph node (Fig. B, blue arrow) and presacral lymph node (Fig A, green arrow) enlargement was also seen. CT of the chest 
shows a small nodule (Fig C, red arrow) in the lower lobe of the left lung likely representing metastatic deposit.

Fig.4: Contrast enhance axial (A) and coronal MRI of pelvis (B) show anorectal polypoid mass with 
marginal (yellow arrow) and eccentric (red arrow) enhancement.
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descriptions suggested of malignant nature of this 
tumor. Colonoscopy was also performed to see occult 
lesion or mucosal changes. Rectal biopsy was ob-
tained from the primary tumor site for histopatho-
logical evaluation.  

For the histological evaluation, two pieces of soft 
tissue were received in formalin. The tissues had 
a solid grayish white surface, covered with ulcer-
ated mucosa measuring 2.5×1.0×1.0 cm. Micro-
scopic examination revealed a piece of skin with 
hyperplastic squamous epithelium with surface ul-
ceration (figure 5.A). The dermis and underlining 
tissue were infiltrated by sheets and nests of malig-
nant ovoid and spindle shape cells. The tumor cells 
had hyperchromatic nuclei with prominent nucleoli 

and high mitotic activity (Figure 5.B and C). Im-
munohistochemistry showed immunoreactivity for 
melanocytic markers such as Human Melanoma 
Black-45 (HMB-45), and melanoma-associated 
protein A (Melan-A/MART-1), and also positive for 
S-100 (figure.6) and negative for P63, CK 5/6, and 
Pan CK (figure7).

DISCUSSION
Melanomas are known to occur on any region of the 

body, wherever melanocytes present, for example places 
such as the epidermis, eyes, nasal cavity, oropharynx, 
vagina, urinary tract, rectum, and anus. The median age 
for anorectal melanoma cases is 66 years at the time of 
diagnosis, with a female predominance up to 60%.30 In 
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Fig.5: (A). H & E stained microscopic pictures showing skin with hyperplastic squamous epithelium with surface ulceration (yellow arrow). 
Extensive tumor growth beneath the surface squamous epithelium (blue arrow). (B) The dermis and underlining tissue are showing (10x) 
infiltration by malignant sheets and nests of ovoid and spindle shape cells (black arrows); (C), with prominent and high mitotic figures (yellow 
arrow). The nuclei are hyper chromatic with some prominent nucleoli (40x).

Fig.6: (A) Immunostaining for S-100 shows positivity in tumor cells; (B). Immunostaining for HMB-45 shows positivity in tumor cells. (C) 
Melan A- is positive in tumor cells (green arrow). The epidermis is negative (Red arrow).
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a retrospective analysis of 61 cases of anorectal ma-
lignant melanomas during 2005-2014, Tariq and col-
leagues have reported that around 21% of cases were 
completely amelanotic.31 Examination by CT was used 
to detect metastasis of this tumor to distant organs such 
as liver, lungs, and kidneys. Also, the most common 
sites for metastases are inguinal and pre-sacral lymph 
nodes as we have observed in this case.32-34 Khaled and 
co-workers have reported a case of amelanotic anorectal 
malignant melanoma with satellite lesions or an unusual 
metastatic deposit in the vulva.35 Amelanotic melanomas 
also were reported on body parts such as in the middle 
ear,21 on the upper arm and the shoulder,36 in the esopha-
gus,37 in duodenum,38 on perineum and perianal sites,39 
on penis,40 on female urethra,41 and in vagina, breasts, 
and vulva.42-44 Further, amelanotic forms of acral mela-
nomas, hallux (subungual amelanotic melanoma), sub-
ungual acrolentiginous melanoma, conjunctival melano-
ma, irido-ciliary ring melanoma, choroidal melanoma, 
melanoma of the nasal cavity, melanoma of the tongue, 
and intracranial amelanotic melanoma involving brain 
were also reported previously.45–54

Distinction of amelanotic anorectal melanoma from 
lymphoma, undifferentiated carcinoma, and gastrointes-
tinal stromal tumor (GIST) is difficult on the basis of 
histological criteria alone. HMB-45 and Melan-A are 
useful in the differential diagnosis between granular cell 
tumor and malignant melanoma.55 Abnormal expression 
of immunohistochemical stains such as vimentin, cy-
tokeratin, and c-Kit (CD117) further increases the risk 

of misdiagnosis.23 However, activating c-Kit mutations 
have been associated with the pathogenesis of malignant 
melanoma, which are commonly found in leukemia and 
gastrointestinal stromal tumors.56 There are few reports 
of amelanotic melanomas with S-100 negative and c-Kit 
positive, one such case that confused clinicians, was from 
Japan that was difficult to diagnose between amelanotic 
melanomas and GIST of the anorectum.23 In their case 
the authors reported that the anorectal tumor was positive 
for vimentin and c-Kit, and negative for S-100, however, 
an excisional biopsy of the inguinal lymph node showed 
positive for S-100, Melan-A, HMB-45, and tyrosinase. 
And upon repeating the immuno-histochemistry of the 
anorectal tumor, this was positive for Melan-A, HMB-
45, and tyrosinase but negative for S-100. Immunological 
markers are very important to make the diagnosis accu-
rately. We have shown the prevalence of immuno-mark-
ers that were used in the histopathology for differential 
diagnosis of anorectal melanomas in table 1. As shown, 
S100 and HMB45 are positive in all cases tested, and cy-
tokeratin is negative in all cases of anorectal melanomas. 
Immuno-staining with melanoma markers such as protein 
S-100, melanoma antigen HMB-45, and vimentin are 
important for final diagnosis in amelanotic melanoma, 
and most of the times it is positive. Whereas, positive 
staining for carcinoembryonic antigen (CEA), cytoker-
atin, epithelial membrane antigen (EMA or MUC1) is 
suggestive of adenocarcinoma.22,57 Canales and Blesa22 
have reported that anorectal melanomas are strongly 
positive for vimentin, CD117 (C-kit), S-100 protein, and 
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Fig.7: (A) Pan CK is negative in tumor cells (red arrow), and positive in epidermal squamous cells (black arrow). (B) P63 positive nucleus in 
the normal epidermal cells (red arrow), and negative in tumor cells (black arrow).  (C) CK-5/6 is negative in tumor cells (black arrow), and 
positive in epidermal cells (yellow arrow), suggesting that this is not an epithelial tumor.

Anorectal Amelanotic Melanoma
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Melan-A; however, HMB-45 stain was focally positive. 
Stains for cytokeratin, smooth muscle actin, desmin, 
h-caldesmon, chromogranin, synaptophysin, and CD34 
were negative. The Ki67 proliferation index was 60%.  
In another case studied an anorectal melanoma was mis-
diagnosed as a GIST because it was positive for CD56, 
S100, and CD117; however, further confirmation with 
HMB-45 and Melan-A led to the correct diagnosis.58

CONCLUSION
This is the first case of amelanotic anorectal mela-

noma reported from Saudi Arabia. Amelanotic anorectal 
melanomas spread by lymphatics to regional nodes, and 
hematogenously to the lungs and to other organs.  Thick-
ness of the tumor appears to be correlated with the clinical 
outcome in anorectal melanoma. Thickness of 4.0 mm 
or more is more prone to relapse, metastasis, and low 
disease-free survival rate. Thus, this case showed little 
promise of survival as the tumor was significantly large 
and she was discharged on her own will.
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