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Introduction

Melanoma of unknown primary (MUP) was originally 
defined in 1963 by Dasgupta et al. as melanoma in the sub-
cutaneous tissue, lymph nodes or visceral organs without the 
presence of cutaneous, ocular or mucosal primary [1]. The 
incidence of MUP is reported as between 1 and 8% of all 
melanomas [2]. The median age of presentation of MUP is 
between 40 and 50 years of age [3]. The male to female ratio 
is approximately 2:1 [4]. Sixty per cent of MUP presents in 
the lymph nodes — most frequently axillary lymph nodes, 
followed by cervical, inguinal and parotid lymph nodes [4]. 
Other sites of presentation include the subcutaneous tissue, 
lung, gastrointestinal tract and brain [5]. The American Joint 
Committee on Cancer (AJCC) classifies MUP presenting in 
a lymph node or subcutaneous tissue as stage three and MUP 
presenting within a visceral organ as stage four [4].

Case series

We report our experience in a single tertiary referral centre 
in Ireland. A database of all melanomas diagnosed between 
January 2018 and December 2021 was analysed for MUP. 
The total number of melanomas diagnosed in that timeframe 
was 298. Six patients were identified as having MUP with 
an incidence of 2.01%. The demographics of the patients are 
detailed in Table 1. The median age was 63.3 years (range 
45–84 years). Fifty per cent (3/6) were male. Fifty per cent 
(3/6) were female. 16.7% (1/6) presented with a primary der-
mal metastatic deposit, 66.67% (4/6) presented with isolated 
lymph node metastases, 0% (0/6) presented with visceral 

metastases and 16.7% (1/6) presented with isolated brain 
metastases. The details of the speciality involvement with 
the patients are detailed in Table 2. One hundred per cent 
(6/6) were reviewed by dermatology and ophthalmology. 
Fifty per cent (3/6) were reviewed by ENT. 16.67% (1/6) was 
referred to gynaecology. 16.67% (1/6) underwent endoscopic 
assessment for a primary gastrointestinal melanoma. No 
primary melanoma was identified in any of the patients by 
any specialist. One hundred per cent (6/6) underwent radio-
logical evaluation via PET-CT  to investigate for further 
metastases. One hundred per cent (6/6) underwent dedicated 
brain imaging via CT and MRI. One hundred per cent (6/6) 
underwent surgical resection of their MUP. One hundred per 
cent (6/6) were reviewed by medical oncology with 83.3% 
(5/6) commencing treatment with immunotherapy. There 
were no associated deaths to date. 83.3% (5/6) of the MUP 
was diagnosed in 2021. 16.67% (1/6) was diagnosed in 2018.

Discussion

The aetiology of MUP is elusive. Possibilities proffered 
include an unrecognised melanoma, a previously excised 
melanoma that was misdiagnosed as benign, a primary mela-
noma that has completely regressed or the de novo malignant 
transformation of an aberrant melanocyte within a lymph 
node [4]. Recommendations for the evaluation of those with 
MUP include a full skin examination including subungual 
and mucosal surfaces by a dermatologist and an ocular 
examination to exclude primary melanoma. Patients should 
undergo imaging of the brain, thorax, abdomen and pelvis 
to assess disease burden. Referral to ENT can be considered 
to assess for mucosal melanoma of the nasopharynx. Gynae-
cology referral can be considered for those with inguinal 
lymphadenopathy [6]. Recent studies have shown the impact 
of the COVID-19 pandemic on the presentation of cutaneous 
melanoma including an increased Breslow thickness at the 
time of presentation when compared with a similar period 
pre-COVID-19 [7]. Our data indicates an increased rate of 
MUP presenting after the onset of the COVID-19 pandemic; 
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however, given the low number overall, no conclusions 
can be drawn. There is no current literature regarding the 
increased rate of MUP since the COVID-19 pandemic. Fur-
ther studies may be required to investigate this observation. 
MUP is rare. Guidelines for the investigation of MUP are 
currently lacking and are needed to ensure the delivery of 
consistent evidence-based, care for patients.
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Table 1   Demographics of 
patients

Age Sex Year of  
diagnosis

Skin  
metastases

Lymph node 
metastases

Visceral 
metastases

Brain 
metastases

78 M 2021 Y N N N
64 M 2021 N N N Y
45 F 2021 N Y N N
59 M 2021 N Y N N
84 F 2021 N Y N N
50 F 2018 N Y N N

Table 2   Investigations that 
MUP patients have undergone

Sex Derm Opth ENT Gynaecology Radiology Endoscopic 
evaluation

M Y Y Y N/A Y Y
M Y Y Y N/A Y N
F Y Y N N Y N
M Y Y Y N/A Y N
F Y Y N Y Y N
F Y Y N N Y N
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