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ABSTRACT  
Background: Anorectal melanoma is a rare and aggressive malignancy of the 

anal canal and distal rectum which may occasionally manifest as a familial or 

part of a syndromic presentation. Due to its non-specific symptoms such as anal 

bleeding, anal mass or pain pre-operative clinical diagnosis remains difficult 

particularly if the lesions are devoid of clinically evident melanin pigments. 

Surgical resection remains the mainstay of treatment. The optimal surgical 

procedure for primary tumours is controversial and can vary from wide local 

excision to an abdomino-perineal excision of the rectum (APR) and anal canal 

or more aggressive surgery requiring inguino-pelvic lymphadenectomy 

depending on the presentation. For locally advanced and metastatic disease 

systemic chemotherapy has limited advantages. Novel immune check point 

inhibitors have some role in achieving improved survival particularly in 

advanced cases. Materials and Methods: We present a prospective analysis of 

seven patients with anorectal malignant melanoma. After a diagnosis of 

malignant melanoma was made on histopathological examination with or 

without immunohistochemistry staining patients were evaluated with triphasic 

contrast enhanced tomography of thorax, abdomen, and pelvis or with whole 

body 18F-FDG PET-CT scan for clinical staging. The patients were subjected to 

various modes of treatment such as local resection, or abdominopelvic excision 

of rectum (APR) or palliative therapy depending on their presentations and were 

followed to study the survival. Result: Median age at presentation was 48 years, 

five patients presented with loco-regional disease and two patients presented 

with metastatic disease. One of the patient with metastatic disease had 

syndromic presentation with multiple first and second order relatives with 

neurofibromatosis type 1. Two patients were treated with local excision, three 

patients underwent abdomino-perineal excision of rectum and one patient 

underwent additional pelvic lymphadenectomy along with abdominoperineal 

excision of rectum. Patients in stage III and one patient with stage IV disease 

received systemic therapy with Dacarbazine. One patient with liver metastasis 

is planned for immunotherapy after local excision of the bleeding anal mass. 

Mean survival in our series was 22 ± 4.9 months for patients with Stage I-III 

disease. Conclusions: Anorectal melanoma is a rare and aggressive 

malignancy. Patients usually present with advanced disease and surgical therapy 

includes wide local excision to more aggressive procedures such as abdomino 

perineal excision of rectum with or without pelvic and inguinal 

lymphadenectomy. Adjuvant combined chemotherapy has limited role in 

prolonging survival. Immune-checkpoint inhibitors especially in metastatic 

scenario remain important therapeutic options for these patients. 

 
 

 

INTRODUCTION 
 

Melanoma of the anal canal is a rare form of 

malignancy. Its incidence is 2.7 per 10 million 

populations per year and it consists of 0.05% of cases 

of ano-rectal malignancies.[1-3] Familial or hereditary 

cases of malignant melanoma have exhibited 

underlying genetic abnormalities of most commonly 
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the CDKN2A and CDK4 genes (familial atypical 

multiple mole melanoma syndrome).[4] Malignant 

melanomas may also develop in patients with 

neurocutaneous syndromes particularly 

Neurofibromatosis type 1 and type 2, ataxia 

telangiectasia, xeroderma pigmentosa and are often 

associated with tumours of the nervous system 

including astrocytoma, medulloblastoma, 

glioblastoma multiforme, ependymoma, glioma, 

meningioma, and acoustic neurilemmomas. 

Germline variants in TERT, MITF, and BAP1 are 

also known to predispose cutaneous and mucosal 

melanomas.[4] Malignant melanoma of the anal canal 

is more frequently observed in female gender The 

median age at presentation is in the sixth decade of 

life. Contrary to the pathogenesis of cutaneous 

melanomas primary anal canal melanomas do not 

have any definite risk factors. Anorectal melanomas 

usually present in an advanced stage.[5] The clinical 

features are similar to other anal canal cancers which 

include perianal mass lesion, tenesmus, anal 

incontinence, bleeding and enlarged inguinal lymph 

nodes. 30%-40% cases present with metastases at 

distant organs of which liver and lungs and brain are 

the commonest sites.[6] Approximately 20-30% cases 

are without pigmentation i.e. amelanotic and require 

immunohistochemistry staining for S-100, Melan A, 

tyrosinase and HMB 45 for its diagnosis.[7-10] 

T staging of rectal and anal canal melanoma differ in 

terms of rectal wall involvement versus tumour size 

for tumours of the anal canal. Staging of anal canal 

tumors is as follows: Stage I: tumour size <2 cm 

without lymph nodal involvement or distant 

metastates, Stage II: tumour size > 2 cm without 

lymph nodal involvement or distant metastates, stage 

III: tumour invading adjacent organ or tumour with 

loco-regional lymphadenopathy, stage IV: presence 

of distant metastasis. 

Staging of rectal melanoma Stage I: tumour limited 

to muscularis propria without lymph nodal 

involvement or distant metastates, Stage II: tumour 

invading perirectal tissue or other adjacent organs 

without lymph nodal involvement or distant 

metastates, Stage III: tumour with loco-regional 

lymphadenopathy, stage IV: presence of distant 

metastasis.[11] 

Treatment varies from wide local excision, to 

endoscopic mucosal resection, to an abdomino-

perineal excision of rectum with or without pelvic 

and inguinal lymohadenectomy depending on the 

presentation. For anorectal melanoma survival after 

APR or local resection are similar.[12-14]  

Male gender, depth of infiltration, tumour necrosis, 

perineural invasion, amelanotic subtype, lymph 

nodal metastasis, and distant metastasis are 

associated with poor overall survival.[12]  

Regarding adjuvant systemic therapies traditional 

chemotherapy with Dacarbazine or Temozolomide is 

associated with a 20% survival. Patients with c-KIT 

mutation may be treated with Sorafenib or Imatinib. 

In a metastatic scenario immunotherapy seems to 

have some effects on prolongation of survival. 

Recently, immune check point inhibitors such as, 

nivolumab, pembrolizumab and ipilimumab are 

approved for treatment of melanomas.[15-16] 

 

MATERIALS AND METHODS 

 

We present a prospective analysis of seven patients 

presented with anorectal malignant melanoma at a 

tertiary center of West Bengal from 2017-2025. After 

a diagnosis of malignant melanoma was made on 

histopathological examination with or without 

immunohistochemistry staining patients were 

subjected to thorough clinical examination to rule out 

any cutaneous, oropharyngeal or genital melanotic 

lesions. Esophagoduodenoscopy, 

rhinopharyngoscopy, and ophthalmological 

examinations were also carried out to rule out any 

other site of origin. Full length colonoscopy was 

performed for all the cases to note the disease extent 

and to rule out other lesions. The patients were then 

evaluated with triphasic contrast enhanced 

tomography of thorax, abdomen, and pelvis or with 

whole body 18F-FDG PET-CT scan for clinical 

staging in select cases. The patients were subjected to 

various modes of treatment such as local resection, or 

abdominopelvic excision of rectum or palliative 

therapy depending on their presentations and were 

followed to study the survival. 

 

RESULTS 

 

We report the clinical presentation of seven cases, 

clinical stage at presentation, histopathological and 

immunohistochemistry findings and the treatment 

outcome. Five patients in our series were male and 

two were female. Median age at presentation was 

48.5 years [range 42-64 years]. Four of them had the 

primary disease at the anal canal and the others had 

the lesions at the ano-rectal junction. Most frequent 

presentation was a perianal mass along with bleeding 

per rectum. One patient presented with right inguinal 

lymphadenopathy and on further imaging was 

identified with lung metastases. Two patients with 

pedunculated anal mas were treated with local 

excision. One of them had multiple bilobar liver 

metastasis and the other had disease confined to the 

anal canal only. Three patients underwent abdomino-

pelvic excision of the rectum and one patient 

underwent additional pelvic lymphadenectomy. 

(Table 1). Histopathology findings were 

corroborative of malignant melanoma with presence 

of enlarged polymorphous cells with large vesicular 

nuclei, irregular nuclear borders, condensed 

chromatin, and numerous atypical mitoses along with 

dark-brown pigment clusters between the cells. 
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Table 1: Case details 

 Case-1 Case-2 Case-3 Case-4 Case-5 Case-6 Case-7 

Age 64 48 42 55 45 52 45 

Gender M M F F M M M 

Symptoms Bleeding per 
rectum 

Bleeding per 
rectum, 

 inguinal 

lymphadenopathy 

Perianal mass, 
bleeding 

Perianal 
mass 

Bleeding 
per rectum 

Bleeding 
per rectum, 

Mass 

protruding 
from the 

anal canal 

Bleeding per 
rectum, Mass 

protruding 

from the anal 
canal 

Site of the 
primary lesion 

Anorectal 
junction 

Anal canal Ano-rectal Anal 
canal 

Anal canal Anorectal 
junction 

Anal canal 

Stage at 

presentation 

III IV III II I III IV 

If Stage IV, 
site of 

metastasis 

 Lungs -    Liver 

Syndromic / 

not 

- - - - - - NF Type 1 

Type of 

surgery 

APR Biopsy APR with pelvic 

lymphadenectomy 

Local 

excision 

APR APR Local excision 

Tumour 

thickness 

(mm) 

13  - 14 9 10 12 12 

Tumour 

diameter (cm) 

3.5 2 3 4 3 7 10 

Mural 
involvement 

Perirectal 
soft tissue 

- Perirectal soft 
tissue 

Mucosa Muscularis 
propria 

Perirectal 
soft tissue 

Mucosa 

Lymph node 

involvement 

present - Present - - present - 

Histology mixed mixed Mixed spindle mixed mixed Mixed 

LVI present - Present - - present present 

PNI no - Present - - present - 

Melanin Present  present Present present present present present 

IHC Melan-A - positive - positive positive positive Positive 

IHC HMB-45 - positive - positive positive positive Positive 

IHC S-100 - positive - positive positive positive positive 
Systemic 

therapy 

Dacarbazine Dacarbazine Dacarbazine 

(incomplete 

treatment) 

- - Dacarbazine 

+ Cisplatin 

Planned for 

immunotherapy 

RFS / PFS 

(months) 

21 - 11 27 20 7 0.5 

Site of 

recurrence  

liver - Liver - - - - 

Overall 

survival / end 

of follow up 
(months) 

25 3 16 27 20 7 0.5 

 

Patients in stage III and IV received systemic therapy with Dacarbazine. Mean survival in our series was 22 ± 4.9 

months for patients with Stage I-III disease treated surgically. One stage IV patient is in his early postoperative 

period and the other survived for 3 months only. [Case details are presented in Table 1]. 
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Image 1: Case-1 Cut open specimen of APR 

 

 
Image 2: Case-4, large mass arising from the anal canal 

with a narrow stalk, local exicision carried out 

 

 
Image 3a: Case-3: perianal mass 

 

Image 3b: surgical field following pelvic 

lymphadenectomy 

 

 
Image 3c: Case-3: Cut open specimen of APR showing 

the ano-rectal melanoma 
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Image 3d: Microphotographs of H& E and IHC for 

Melan A and HMB-45 

 

 
Image-4a: Case 6: MRI pelvis showing a large ulcero-

proliferative mass in the mid and lower rectum, with 

near-complete occlusion of the lumen, T1 hypointense 

and T2 hyperintense lesion with diffusion restricted 

necrotic component and perirectal lymphadenopathy 

 

 
Image-4b: Case 6: Specimen of APR with large 

heterogeneous ulceroproloferative lesion in the ano-

rectal junction and anal canal with small melanotic 

nodular region 

 

 
Image 4c: Case 6: IHC profile showing Vimentin 

positive, HMB-45 positive, S-100 positive, Desmin 

negative tumour 

 

 
Image 5: Case 7: Multiple cutaneous nodules, Café-au-

lait spots at the left leg and anal proliferative lesion in a 

case of neurofibromatosis-type 1 

 

DISCUSSION 
 

Anorectal malignant melanoma is a lethal condition, 

often present at a very advanced stage and the extent 

of optimum resection required for best survival is 

debated. Local excision is associated with less 

morbidity and similar rates of survival is observed in 

absence of any locoregional lymphadenopathy.[12] 

During APR, mesorectal lymph nodes are resected en 

bloc with the primary lesion. The need for regional 

lymphadenectomy for anorectal melanoma is still 

unclear. Inguinal, pelvic sidewall, and mesorectal 

lymph nodes are at risk for metastases from anorectal 

lesions. However, it is believed that the extent of 

resection is not associated with survival as systemic 

dissemination occurs very early in the disease and 

more than 75% cases with anorectal melanoma 

present with disease recurrence.[17-19] APR for 

patients with only perirectal lymph node metastasis 
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without iliac or inguinal lymph node metastasis 

seems to be curative.[20]  

We also reviewed the results with multimodal 

therapy. Systemic cytotoxic chemotherapy with 

dacarbazine 250 mg/m2/day intra venous every 3 

weeks is associated with a survival of 20% with a 

median response duration of only 4–6 months.[15] 

Temozolomide, the analogue of dacarbazine, at a 

dosage of 200 mg/m2/day orally for 5 days, every 4 

weeks has the advantage of oral use and a lower rate 

of central nervous system relapse.[21] A four-drug 

combination known as Dartmouth regimen 

(dacarbazine, cisplatin, carmustine, and tamoxifen) 

does not have any survival benefit over single agent 

dacarbazine. Taxanes show marginal improved 

survival.[11,16] 

Presence of c-KIT mutation in the tumour makes 

sorafenib or imatinib or dasatinib (particularly for 

CNS metastasis) a drug of choice.[22] 

BRAF mutation is infrequent in anorectal melanomas 

and thus anti BRAF antibodies vemurafenib or 

trametinib or dabrafenib are of limited use.[23]  

Immune-checkpoint inhibitors such as ipilimumab 

(antibody to cytotoxic T-lymphocyte-associated 

protein-4, CTLA4), nivolumab (anti-PD1 antibody), 

and pembrolizumab (anti-PD1 antibody) have been 

approved for the treatment of melanoma.[24-25] 

Combined chemotherapy, anti-BRAF therapy, TKIs, 

and immune-checkpoint inhibitors remain important 

therapeutic options for these patients. 

Limitations: Very small number of cases and limited 

follow up precludes generalisability. 

 

CONCLUSION 
 

Anorectal melanoma is a rare and aggressive 

malignancy and occasionally manifest as a part of 

neurocutaneous syndromes. Patients usually present 

with advanced disease and there is no standardized 

medical and/ or surgical therapy. Local resection, 

APR with or without pelvic and inguinal 

lymphadenectomy is performed depending on nodal 

involvement. However, the extent of 

lymphadenectomy does not affect overall survival. 

Adjuvant combined chemotherapy, TKIs, and 

immune-checkpoint inhibitors particularly in 

metastatic scenario remain important therapeutic 

options for these patients. 
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