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Skin is the most common localization of primary 
melanoma, however in 2–6% of patients a metastasis of 
melanoma without a detectable primary tumor is found 
[1]. This is referred to as melanoma of unknown primary 
origin (MUP). It usually presents as cutaneous or sub-
cutaneous nodules or lymph node metastases [2]. The 
theories concerning the etiology of MUP include the pres-
ence of a melanoma that was misdiagnosed and excised 
without the further histopathological examination, a re-
gressed melanoma; or a primary nodal melanoma con-
nected with malignant transformation of a nevus cell in 
a lymph node or other non-skin tissue. In support of the 
last two theories, in melanomas a partial spontaneous 
regression connected with immunological mechanisms 
frequently occurs, moreover ectopic melanocytes may be 
found in lymph nodes and the other tissues, being a po-
tential reservoir of the cells, which may undergo a neo-
plastic transformation [2]. In patients with MUP metas-
tases may be found primarily in the skin, subcutaneous 
tissue, internal organs, bones and brain [1]. In more than 
50% of MUP cases, similarly to sporadic melanomas with 
a known primary origin, a mutation of the gene encoding 
kinase protein BRAF (V600E) is found. The coexistence of 
melanoma with the other skin cancers may be connected 
with the presence of genes encoding the factors regulat-
ing the cell cycle, e.g. p53 protein.

A female patient with metastasis of melanoma to the 
lymph node of the right groin of unknown primary origin, 
with a coexistence of three basal cell carcinomas is pre-
sented in the report. 

A 33-year-old female patient, generally healthy, with 
a positive history of drug abuse in the past, presented 
with a few centimeters’ large, painless nodule within the 
right inguinal region. Ultrasound examination revealed 
a longitudinal tumor, partly solid and partly polycystic 
with vascularized septa. The nodule was surrounded by 
the capsule and revealed no features of infiltration of the 

adjacent tissues (Figure 1). Histopathological examination 
of an excised lesion showed the presence of nodal tissue 
with the metastasis of melanoma with HMB45 positive, 
S-100 positive, Melan-A positive, V-9 positive, MIB-1  
(a proliferation marker which recognizes the Ki-67 an-
tigen) locally positive (Figures 2 A, B). Keratin AE1/AE3, 
CG30 and leucocyte common antigen (LCA) were nega-
tive in neoplastic cells. There was no history of any sur-
gically excised melanocytic or pigmented lesions. The 
patient declared extensive exposure to ultraviolet in 
the past, but without any episodes of sun burns. Family 
melanoma history was negative, however the patient’s 
mother had a history of one  basal cell carcinoma (BCC) 
at the age of 62.

Lymphadenectomy of the whole group of lymph 
nodes within the right inguinal region revealed no me-
tastases to the other nodes. Dermatological examination, 
performed after the diagnosis of MUP, revealed the pres-
ence of numerous solar lentigines and melanocytic nevi 
on the trunk and extremities with features of atypical 
lesions in macroscopic and dermoscopic evaluation in 
some of them. Moreover, the existence of two nodular 
lesions without dermoscopic features of melanocytic 
nevi were diagnosed on the abdomen, as well as a single 
erythematous patch in the left scapular area. Seventeen 
suspected skin lesions were qualified for surgical remov-
al. The excised nevi revealed histopathological features 
of benign lesions, no melanoma cells were found in the 
biopsy specimens. Two nodular lesions on the abdo-
men and the macular one within the left scapular area 
showed histopathological features of basal cell carcino-
ma. Laboratory analyses were within the normal range. 
The activity of lactate dehydrogenase was within the 
normal range. A detailed diagnostic imaging, including 
whole-body positron emission tomography-computed to-
mography (PET-CT) screening, computed tomography of 
the abdomen, pelvis, chest and head, endoscopy of the 
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gastrointestinal tract, ultrasound examination of breast 
and the female genital organ, gynecological and ophthal-
mic evaluation, examination of the anal region confirmed 
neither the presence of primary melanoma nor metasta-
ses in the other localizations. A mutation in codon V600 
of the gene encoding BRAF kinase protein was confirmed 
in the patient. Further genetic evaluation (assessment of 
mutations in BRCA1 and CHEK2 genes) confirmed no fea-
tures of high hereditary cancer susceptibility. Regarding 
the absence of primary origin of melanoma, differentia-
tion between regional and distant metastases, as well as 
an evaluation of clinical staging (stage IIIb or IV accord-
ing to AJCC/UICC staging system) and prognostic factors 
could not be performed. No indications for the further 
complementary adjuvant treatment were established.

The first exclusion criteria for diagnosis of a true un-
known primary melanoma were defined by Das Gupta  
et al. in 1963 [3]. They included the history of orbital enu-
cleation or exenteration, history of a skin lesion removed, 
the presence of a scar of previous local treatment in the 
area drained by the involved lymph node and lack of 
a thorough physical assessment, including ophthalmic, 
anal and genital examination.

Our patient confirmed the presence of some skin le-
sion on the right buttock that was mechanically removed 
by scratching a few years ago. Skin biopsy from the re-
maining slightly pigmented macule at this site revealed 
only a scant inflammatory infiltration with lymphoid 
cells. No other evidence of potential regression was 
found. The hypothesis of primary origin of melanoma in 
the lymph node was also considered. No evidence of pri-
mary tumor in thorough physical assessment could con-
firm this assumption in the presented case [4, 5]. Unfor-
tunately, there are no clear criteria defining the diagnosis 
of this variant of melanoma. Moreover, the literature data 
lack certain descriptions with histological confirmation of 
primary nodal melanoma. 

Another unusual observation was the coexistence of 
MUP with multifocal BBC in the presented female. Mel-

anoma patients may develop a second malignancy. The 
most common are second skin tumors, with the highest 
incidence of BCCs and multiple melanomas [6]. In one 
study, second malignancies were seen in 11.0% of all 
melanoma patients, BCCs accounted for one-fourth of all 
cases. However, the mean age at the time of melanoma 
and BBC diagnosis was over 60 years [6]. The incidence 
of BCC in the population younger than 40 years is low, 
however it is increasing, most likely due to the coexis-
tence of multiple risk factors, with extensive exposure to 
UV as the most important one [7]. Also genetic defects, 
as in basal cell nevus syndrome, Muir-Torre syndrome 
and xeroderma pigmentosum are risk factors for the ac-
celerated development of early-onset BCC. A decrease 
in DNA repair may determine the genetic susceptibility 
of non-melanoma skin cancer at a young age [7]. The 
presented patient had no noticeable symptoms of any 
genetic syndrome coexisting with a higher risk of BCC 
development. However, she declared a cumulative sun 
exposure in the past and that, with concomitance of 

Figure 1. An ultrasound picture of an enlarged lymph node 
within the right inguinal region

Figure 2. Histopathological examination of an excised tumor presenting nodal tissue with the metastasis of melanoma. 
A – 40×. B – 400×
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defects in DNA repair, could have resulted in the devel-
opment of melanoma and non-melanoma skin cancer. 
To the best our knowledge, this is the first description 
of MUP coexisting with early-onset multifocal BCC diag-
nosed at the same time.
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