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ABSTRACT

Malignant melanoma is one of the most aggressive neoplasms of the skin. It originates from the melanocytes, which are
cells derived embryologically from the neural crest and migrate to the epidermal basal layer. It is characterized by producing
pigmentation as well as being susceptible to metastasis. We report the case of a 36-year-old female patient with advanced clinical
stage and distant commitment. The biopsy confirmed the presence of Grade III invasive nodular cutaneous melanoma in the
left subscapular region with lymph node metastasis with reactive hyperplasia. An exploratory research is carried out with the
bibliographic review in scientific journals with evidence level II-1V. In portals PubMed, Redalyc, BVS, and UpToDate. 81241
met criteria 2248 of which 629 were chosen for having access to the full text and of these 496 are more current (as of 2008), and
in the end, 27 articles were selected that met all the inclusion criteria to this article. Due to the increase in the incidence of this
disease in recent years and its poor prognosis in short to medium term, it is important to know and follow-up on patients with
known risk factors for this disease such as the presence of previous nevi, with emphasis on measures of prevention.
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INTRODUCTION

where the predisposing factor is intense exposure to
ultraviolet (UV) rays and Caucasian race.?

alignant melanoma is one of the most aggressive
Mneoplasms of the skin. It originates from the

melanocytes, which are cells embryologically
derived from the neural crest to end up in the epidermal basal
layer forming the melanic-epidermal unit where melanocytes
and keratinocytes have a proportionality of 1/36.2. It is
characterized by producing pigmentation as well as being
susceptible to metastasis.['?

It frequently occurs in four clinical varieties according
to Clark et al. and McGovern: (1) Surface extension
melanoma, (2) lentigo malignant melanoma, (3) nodular
melanoma, and (4) lentiginous acral melanoma. There are
some other less common clinical varieties such as mucosal
and paramucosal melanoma. It is a multifactorial disease

The factors that increase the possibility of suffering a
malignant melanoma are family history of melanoma
(regardless of type or location), personal history of some type
of cancer, large congenital nevi, high number of acquired nevi
or atypical pigmented lesions, and genetic predisposition for
mutations in CDKN2A and CDK4.5!

In the world the incidence of skin cancer has been increasing,
every year 2-3 million cases of non-melanoma skin cancer
and 132,000 cases of melanoma. One in three patients
diagnosed with cancer has skin cancer.?4

Cutaneous melanoma represents 4% of malignant tumors
of the skin, and its survival depends on the extent of the
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disease.[*” The most common clinical variant of malignant
melanoma in the world is a superficial extension (60—70%
of cases) followed by nodular melanoma (15-30%) and acral
lentiginous melanoma (5-10%).55-

In Latin America, the International Agency for Research
on Cancer estimates a frequency of presentation of 2 per
100,000 inhabitants. In Mexico, melanoma ranks tenth in all
neoplasms and third in skin cancer with 14.1%.%!

It is one of the most common neoplasms in the young adult, with
predominance in the female sex during the three decades of life.[!

The presentation in men is in the trunk and women, it is in the
lower extremities.™

Its incidence has increased in recent years around the world,
having a higher peak in tropical countries because they
are exposed to the sun since childhood, the lack of habit
by not using sunscreen, and the greater diagnosis by the
dermatoscope that allows detecting early lesions.”

Melanoma ranks third with 7.9% in Mexico and is the cause
of 75% of deaths from skin cancer.'” In Mexico, the true
incidence of malignant melanoma is unknown;!'!! however, in
2012 the Dermatological Center of Yucatan found 177 patients
with skin cancer, where melanoma had a prevalence of 1.7% [
The purpose of this work is to report a case of malignant nodular
malignant melanoma, with an apparent spontaneous regression,
whose personal ignorance of the patient for attention to the
presence of spots or moles and the doctor of opportunity for the
appropriate derivation, led to an injury invasive.

CASE REPORT

This is a 33-year-old female patient, originally from
Holpelchen, Campeche and residing in Canctn, Quintana
Roo, referred to primary health-care medical unit with
a diagnosis of Nevo Melanocitico, who goes to the
dermatology service for presenting dermatosis located in
the left infrascapular region, constituted by neoformation
formed by two exophytic lesions with 4 cm, hyperchromic
macula with an exophytic center and heterochromia of three
variations color, hypochromic with pink tint, dark brown and
bluish black, with perilesional achromic halo and palpation
with induration, mobile and painful and not adhered to deep
planes [Figure 1]. He began his condition 5 years ago with a
small nevus, which has been adding occasional bleeding and
pain for 3 years, with progressive growth to the present date.
He mentions faster growth after his last pregnancy.

An excisional biopsy of the lesion was performed in the
dermatology department where an asymmetric proliferation
of atypical epithelioid and spindle-shaped melanocytes
was observed, individually and confluently arranged in

Figure 1: Neoformation consisting of two exophytic lesions
on a hyperchromic macula with an exophytic center and
heterochromia of the color of three variations, hypochromic
with pink tint, dark brown, and bluish black, with acromic halo
perilesion

discohesive nests and mantles that invade the nerve fibers,
and the muscle tissue present in the cut. The melanocytes are
large, pleomorphic with pale cytoplasm, eosinophilic with
melanic pigment in their interior. The nuclei are of irregular,
hyperchromatic, and pleomorphic contours, some of them
show individual cell necrosis.

Given the histopathology result, a secondary intervention
was performed 14 days after the first one for the widening
of margins and left axillary dissection. The histopathological
report of the piece showed 3 mitoses/mm?. In the papillary
dermis and superficial reticular lymphocyte inflammatory
infiltrate that surrounds and infiltrates the neoformation, there
is a fall of pigment with melanophages and cytoid bodies.
Residual axillary conglomerate with melanoma metastasis,
nine ganglia with reactive hyperplasia.

The final histopathological report details a Grade I1I invasive
nodular cutanecous melanoma of at least 12 mm thickness
on the Breslow, Clark level V scale of the skin of the left
subscapular region.

It is sent to the oncology service 2 days after the second
intervention where a computerized axial tomography (CT) is
indicated that reported asymmetric breasts in size, cystic lesion
of the right ovary 21 mm % 17 mm suggestive of metastasis. As
prophylaxis against a possible invasion of the central nervous
system, it was indicated to initiate radiotherapy and pegylated
interferon and ipilimumab as adjuvant therapy.

DISCUSSION

Nodular malignant melanoma is a tumor that affects people of any
age, especially young adults.*! The main risk factor is exposure
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Registries identified through the search in
Pub Med, BVS
(n=81241)

Examined records based on titles

and abstracts (n=2248) B and abstracts
(n=78993)
Articles by full text o Articles <10 y_e?rs1 of publication
(n=629) (n=1619)
Studies that do not conform to the
objectives of the
clinical case study
Articles <10 years of publication ——p Itemsugﬁg:l;:s)end Izggg;s of
(n=496) P =

Studies related to the results of
nodular malignant melanoma
(n=27)

Excluded articles based on titles

Chart 1: Studies related to the results of nodular malignant melanoma

to sunlight, which produces variations in DNA and its suppression
of cellular apoptosis bound to skin phototypeI and ILI¥ It
appears mainly in the trunk and extremities, presenting initially
and exclusively vertical growth phase, conditioning aggressive
behavior, and worse prognosis.['¥! This type of melanoma has an
orientation to lymphatic and hematic dissemination, and up to
4% of cases it is discovered by metastasis.!'

In this case, the location of the tumor was found in a
protected photo area in the subscapular region, characteristic
of this variant of melanoma and skin phototype III, as well as
metastases to lymph nodes.

In most patients, the disease is detected when localized and
can be cured by excreting the primary tumor in situ; however,
many patients are diagnosed in the metastatic phase. The
10-year survival rate with metastasis is <10%."® The delay
in the diagnosis of malignant melanoma is common in the

pediatric population and can be attributed to the atypical
presentation, although on other occasions it is due to the
reluctance to consider the condition.”) It is fundamental,
therefore, to apply the ABCDE criteria with the help of
dermatoscopy and biopsy in highly suggestive cases.*!%

As for the clinic, it depends fundamentally on its growth
pattern; the majority is initially presented with a phase of
radial growth (intraepidermal) and later a vertical growth
consisting of a growth toward the dermis leading to the
vicinity of vascular and lymphatic structures causing or
increasing the chances of metastasis, a situation that occurred
in our case where the radial phase was minimal, and the
vertical phase was the one that prevailed leading to a darker
prognosis. In a study conducted by Calderon et al. in 2017,
they found nRAS mutations in 28%, as well as their mean
evolution time was 7.79 years.l'*'® In the case of our patient,
she had a diagnostic delay of 4.5 years.
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genetic findings to complement
the diagnosis and resort to more
specific treatments. Genetic
future research in the area of

A “good clinical eye” remains
essential to select suspicious

progression models will help
us develop better clinical and
biological hypotheses to direct
melanomas

It is necessary to resort to

Review article
Review article

)
)
S
S
—
S

)
iL
&
Ke)
©
-

Review article
Review article

Rigel D, Russak J, Friedman R. The
evolution of melanoma diagnosis: 25

Implications for diagnosis and
treatment. Fac Rev 2016;1529:1-8.
Available from: https://www.ncbi.nim.
nih.gov/pmc/articles/PMC4926755/

pdf/f1000research-5-8869.pdf. [Last

genetics of melanoma progression:
accessed on 2017 Oct 29].

Yeh I. Recent advances in molecular

25
26

lesions and evaluate them early. As
current approaches are refined and

years beyond the ABCDs. Ca Cancer
J Clin 2010;60:1-16. Available from:
http://www.onlinelibrary.wiley.com/

new techniques are developed, the
improved ability to diagnose this

doi/10.3322/caac.20074/epdf. [Last

accessed on 2017 Oct 27].

cancer will improve while achieving
the goal of reducing melanoma

mortality

PCR: Polymerase chain reaction, PET-CT: Positron emission tomography-computed tomography, FDG: Fludeoxyglucose, UV: Ultraviolet

The first 5 years of follow-up after removing melanoma are the
most important since 90% of all metastases occur during this
period." Follow-up should be done at 3-month intervals in the
first 3 years and subsequently every year.'?l The skin should
be examined at depth, including the scalp and genital region,
particularly in the regional distribution of primary palpation,
and the lymph nodes, with attention to the regional lymph node
chain, in addition to offering psychosocial support and W of
the private sector in the states of Guadalajara and Monterrey.
In the country, there are only two public-level teams of this
type that are located in the Autonomous University of Mexico
and the ABC Medical Center, so their access is complicated
for their authorization together with their high cost.

The standard of treatment for melanoma metastasis is surgical
intervention, and its goal is to provide relief of symptoms
and increase survival time. Due to the great possibility
of metastasis at the level of the central nervous system,
prophylactic radiotherapy can be considered, as was done in
the patient.*

In a meta-analysis of 3262 patients with malignant melanoma,
it was found that single drug chemotherapy is well tolerated,
but is associated with response rates of only 5-20%.2% In
addition, combination chemotherapy and biochemotherapy
may raise response rates, but they do not prolong survival
and cause greater toxicity.[*”]

Immunotherapeutic approaches, such as high doses of
interleukin 2, are associated with durable responses in a small
percentage of patients.? In the case of the patient, chemotherapy
was adjuvant with excisional surgery due to the advanced stage
of the disease. The chemotherapeutic treatment used in the
patient complies with the internationally recommended scheme
consisting of pegylated interferon with ipilimumab.?®

At present, some of the main pathways of melanoma
progression are better understood, and it is likely that
molecular techniques (specific genomic incorporation and
intratumoral expression) play an essential role in making
classification schemes that have more power in predicting
response to therapy.?”

It is vital to inform the general population of the risk of
suffering from melanoma, especially from the premise of
multiple nevi and prolonged exposure to the sun, so that,
in an almost routine and obligatory way, it would be the
use of appropriate clothing such as hats wide-brimmed,
clothing that covers most of the body, the use of sunscreen
filters (especially in childhood and adolescence) and self-
assessment with application of the ABCDE method.

Melanomas and skin cancers are generally painless, but in
this patient, the degree of depth of invasion, as well as the
perineural compromise and ulceration, made it painful.
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Health personnel and patients should be alert to injuries. In
case of suspicion of metastatic melanoma, the diagnostic
criteria should be applied and the diagnosis confirmed with
biopsy and histopathological study, since early identification
is decisive. Follow-up must be done to establish the diagnosis
in a timely manner.
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