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Abstract

Introduction: Primary melanoma of the penile urethra and glans is a rare condition that accounts for less
than 2% of all penile tumours,composes only 0.1% of total melanomas.

Because of its great rarity, thisclinical case presentation is considered noteworthy for the scientific
community, providing an exhaustive review of this pathology.

Method: A literature search using PubMed search engine was conducted analysing latest reviews from the
last 10 years using the terms “glans melanoma”. Only 18 results were found, most of them being published as
case report.

Second search is performed using the terms “urethra melanoma”, founding 7 review articles on the last 10
years in males. Although not all articles meet the requirements, and half of them are the same found in prior
search.

Finally, theoretical and epidemiology articles were selected in order to provide anatomical base and
dermatological information.

Results: 85-year-old male is diagnosed with melanoma in situ in glans and urethra by cold biopsy.

The treatment includes total penectomywith perineal urethrostomyand bilateral inguinal laparoscopic
lymphadenectomy.

Conclusions: The risk factors for this type of pathology are not fully identified, so the follow-up of pigmented
lesions in this area should be carried outby a specialist.

Even though there is no consensus on melanoma, surgery is considered to be the first option with curative
intention in localized tumours, though staging must be completed due their rapid dissemination and late
diagnosis if there is no clinical suspicion. In the case of distant metastasis, the treatment does not differ from
any other metastatic melanomas, where chemotherapy and immunotherapy are the cornerstone of the
treatment.lt is necessary to go in depth inthese clinical cases to elaborate clear guidelines for this pathology.
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1. INTRODUCTION According to the data from the Spanish Society
of Medical Oncology (SEOM), 2376 men were

Primary penile melanoma is a rare condition that . - . .
diagnosed with melanoma in our country in

accounts for less than 2% of penile tumours [1].
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2018, representing 1.7% of the total tumours
diagnosed [2].

It is considered that 95% are from cutaneous
origin and only 5% are mucosal.

Considering that penile melanomas correspond
to less than 0.1% of all melanomas [3], we can
suppose that the annual appearance of penile
melanoma in our country is of 2 cases at most.
Given that both penile melanomas and mucosal
melanomas are very infrequent, the occurrence
of mucosal penile melanoma is even less
common. Considering that more than An 85-
year-old male with no past urological history
was evaluated by his dermatologist because of a
pigmented lesion in the glans penisin 2017,
where his doctor performed a biopsy that had no
malignancy signs in the sample.

half of penile melanomas appear in the glans
penis [4], in case of suspicion, this type of
lesions should be evaluated and followed.

The primary urethral tumour is considered rare
due to its low incidence, being less than 1% of
new tumours diagnosed [5]. The incidence of
melanoma in this location is also uncommon,
together with sarcoma representing 5% of total
ureteral tumours [6]. Also, primary urethral
carcinoma incidence is twice as frequent in
women [7].

Penile melanoma in situis consideredan even
more extraordinary entity [8], so the probability
of this pathology affecting even only one person
in our country during an entire year is very low
according to the available data.

2. METHOD

A literature search using PubMed search engine
was conducted analysing latest reviews from the
last 10 years using the terms “glans melanoma”.
Only 18 results were found, most of them being
published as case report. Second search is
performed using the terms “urethra melanoma”,
founding 7 review articles on the last 10 years in
males. Although not all articles meet the
requirements, and half of them are the same
found in prior search.

Finally, theoretical and epidemiology articles
were selected in order to provide anatomical
base and dermatological information.

3. CLINICAL CASE

The patient started with topical treatment of the
lesion, being monitored until May 2019, where
the lesion presented ulcerative appearance,
involving coronal sulcus and urethra.

Because of this, a second biopsy was performed,
reporting melanoma in situ, and the patient was
referred to Urology (fig 1).

Figl: Glanspenis melanoma

There has been no pain or discomfort in relation
to the injury or bleeding prior to the biopsy.

An extension study was performed using a CT
scan, reporting no signs of lymph node or
metastatic involvement.

4. DISCUSSION

The risk factors for this type of pathology are
not fully identified [3, 9, and 10], so the follow-
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up of pigmented lesions in this area should be
carried out by a specialist.

There are signs that can help with the early
detection of penile melanoma such as ulceration
in 39% of the cases, or haematuria in up to 69%
of the cases of ureteral melanoma [3].
Nevertheless, the diagnosis is usually late, and
as 20% of the patients will present lymph node
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involvement [11, 12], the biopsy is necessary to
complete the staging (13).

The first diagnosis of penile melanoma was
conducted in 1859 by Muchinson (14).

A review carried out in 2014 by Dino Papes et
al. [3] reported a total of 129 articles and 220
patients with primary melanoma of the penis
and urethra from 1962 to 2012, with an average
age of 65 years.

Multiple therapeutic options have been proposed
with no clear action guidelines against penile
melanoma [15], although it seems clear that the
first stage in the treatment should be surgery [8,
16].

There is a wide range of indications for
tumours,

treatment extension in localized

starting from the local lesion removal to the
radical penectomy with lymphadenectomy.

The involvement of the urethra and pathological
anatomy report of melanoma in situare
considered risk factors for poor clinical
evolution, so radical treatment is the first option
to be considered in these cases [17, 18]. The
nodular melanoma has also been associated with
more aggressive behaviour [19].

In addition, surgery is the first curative
treatment option in localised tumours a priori
[20] and complete removal of the primary lesion
is the best prognostic factor for the patient’s
survival [21]. In our case, due to the
pathological anatomy report of melanoma in
situ, the curative treatment with radical surgery
was chosen, consisting in the first stage of total
penectomywith perineal urethrostomy (fig 2).

Fig2: Glas penismacroscopicslice

The pathological anatomy reports two foci of
invasive nodular melanoma, ulcerated and
2.6mm thick, separated from each other by

5mm. In addition, multiple foci of melanoma in
situ were found at the level of the coronal
groove and urethra (fig 3).

W;- "V'\ &

Fig3: 1) Hex4 Infiltrating neoplasm of nodular architecture. 2) Hex20 Large, epithelioid cells with and
irregular nucleus and prominent nucleolus. They usually have dense intracytoplasmic granules of melanin.

Due to unfavourable anatomy, it is decided to
complete the staging by bilateral inguinal
lymphadenectomy, performed by Videos copy 4
weeks after the first intervention.

Inguinal lymphadenectomy using minimally
invasive techniques is a safe procedure with
much lower morbidity  than open
lymphadenectomy [22]. Also, patients with
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penile primary tumours exhibiting unfavourable
histologic features are strongly recommended to
complete the staging because of a higher risk of
metastasis [16], so the use of Videos copy seems
appropriate in this case.

Staging of the melanoma of the glans penis has
traditionally been based on a system developed
by Bracken et al. [23], with stage | disease
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confined to the penis, stage Il being metastatic
to the regional lymph nodes and stage Il
representing disseminated disease.

In the case presented, no tumour involvement
was observed in any of the lymph nodes
analysed,

classifying it as a stage I, although according to
AJCC, being 2.6mm thick makes it T3NOMO,
representing stage I1.

In any case, it is important to remember that in
primary urethral melanomas the thickness of
Breslow is not as precise, so it is advisable to
apply Levine staging [24], used by other
researchers.

Complementary treatments used in melanoma
include radiotherapy, chemotherapy and
immunotherapy.

There is no clear increase in overall survival
found with adjuvant radiotherapy [25], although
it is reported to be useful as a palliative
treatment for local disease control [26].

The role of chemotherapy in mucosal melanoma
is undefined [10], although targeted therapies
have shown abetter response due to mutations
developed by this type of tumours in cases of
advanced or metastatic disease.

The best-known mutation corresponds to KIT
oncogene, where Imatinib treatment is useful in
cases of mutations or amplifications of the gene
[21]. Other drugs of the same family have also
proven to be effective in some cases [27].

Other treatments evaluated are those based on
BRAF inhibition, where combined therapy is the
best option [28].

At last, immunotherapy has shown a possible
response in mucosal melanoma (29), although
the evidence is not clear. In cutaneous
melanoma, the use of PD-1 and anti-CTLA-4
inhibitors has revolutionized the treatment [30],
but there is no significant data in mucosal
melanoma.

5. CONCLUSION

Even though there is no consensus on
melanoma, surgery is considered to be the first
option with curative intention in localized
tumours, though staging must be completed due
their rapid dissemination and late diagnosis if
there is no clinical suspicion.

In the case of distant metastases, the treatment
does not differ from any other metastatic
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melanomas,  where  chemotherapy  and
immunotherapy are the cornerstone of the
treatment. Radiotherapy is reported to be
usefulas a palliative treatment for local control
of the disease when surgery is not an option.

Immunotherapy seems to be the most promising
research pathway in this type of melanoma,
although it is necessary to go in depth in these
cases to elaborate clear guidelines for mucosal
melanomas.
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