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Abstract

Invasive malignant melanoma is one of the most aggressive neoplasms, being responsible for 90% of skin
cancer deaths; its incidence has been increasing during the last decades worldwide. The progression of the
disease can occur in the form of local recurrence, lymphatic spread to regional lymph nodes, or by
hematogenous metastasis to distant sites: skin, organs and bone among others. Regional and distant
metastases are present in approximately 10% of patients with melanoma at the time of diagnosis, leading to
a worse prognosis. Survival at 5 and 10 years in patients with distant metastases is 12%-15% and 8%,
respectively. The case is presented of a patient who had a nail lesion treated for several years by a podiatrist,
the lesion was worsening, thus reaching an oncological hospital, where she received adequate treatment and
had total remission, continuing in medical controls.
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RESUMEN

El Melanoma Maligno invasor es una de las neoplasias mas agresivas, siendo responsable del 90%
de las muertes por cancer de piel; Su incidencia fue incrementandose durante las Gltimas décadas
a nivel mundial. La progresion de la enfermedad puede presentarse en forma de recurrencia local,
por diseminacion linfatica hacia los ganglios regionales, o por metastasis hematdgena a sitios
distantes: piel, 6rganos y hueso entre otros. Las metastasis regionales y a distancia, se presentan
aproximadamente en 10% de los pacientes con melanoma, al momento del diagnéstico,
conllevando peor prondéstico. La supervivencia a 5 y 10 afios en pacientes con metéstasis a
distancia es de 12%-15% y 8%, respectivamente. Se presenta el caso de una paciente que presento
una lesién ungueal tratado por varios afios por podélogo, la lesién fue empeorando, llegando asi a
un hospital oncolégico, en donde recibi6 tratamiento adecuado y tuvo remision total, continua en
controles médicos.

Palabras Clave: Melanoma Maligno invasor, Metastasis ganglionar, Cancer de Piel.

1. INTRODUCTION

Cutaneous melanoma is a malignant tumor that is the consequence of the neoplastic transformation
of the melanocyte. This neoplasm is the most relevant of the cutaneous cancers because it is
responsible for the great majority of deaths.

' Journal of Pharmaceutical Negative Results | Volume 14 | Regular Issue 02 | 2023 n



http://orcid.org/0000-0002-5483-8680

During the last decades, a constant increase in its incidence has been observed, which has been
attributed to changes in sun exposure habits during the second half of the 20th century. It is also
assumed that part of this may also be due to the overdiagnosis of borderline lesions that were once
diagnosed as benign.

The aim of publishing this case report is to provide an update on the different aspects of cutaneous
melanoma, including epidemiology, etiopathogenesis, clinic, staging and treatment.

Although it is difficult to establish who was the first to describe melanoma,

William Norris is credited with describing the first case of melanoma in English literature in 1820
(1). However, it was René Laennec who first used the term 'melanosis' in an 1812 issue of the
Bulletin de la Faculté de Médecine de Paris (1).

The characterization of melanoma and its prognosis was established mainly in the second half of
the century thanks to the work of Alexander Breslow, Wallace H. Clark and Vincent J. McGovern,
which described many of the prognostic factors that have remained to this day (1).

Melanoma is not the most common skin cancer. Its incidence is third behind the incidence of basal
cell carcinoma and squamous cell carcinoma.

However, melanoma is responsible for most of the deaths due to skin cancer (2-4).

Regarding other cancers, in countries where there is a high incidence, such as Australia and New
Zealand, melanoma is the fourth most frequent cancer when both sexes are considered together,
and the third most frequent cancer when both sexes are considered separately. In other countries,
such as the United States, the incidence of melanoma varies, being the fifth most frequent cancer
in men and women. varies, being the fifth most frequent in men and the sixth in women. However,
in Spain, where the incidence is lower, it is the thirteenth most frequent tumor in men and the
seventh in women (5).

Incidence worldwide differences have been observed between different countries depending on
latitude, sex, age and race and this is a consequence of the different types of skin and the intensity
of ultraviolet (UV) radiation (6,7). In addition, it has been found that there has been an increase in
incidence worldwide during the last decades, especially in the Caucasian population of Western
countries (2,7, 8, 9,10), with an increase of 3.7%, doubling the number of cases every 10-20 years
(7, 11-15).

This increase in incidence is due to several factors. On the one hand, the population, has changed
its habits concerning natural and artificial UV radiation (7,9, 16-18). On the other hand, due to
early detection campaigns and improved registration (for example, in the United States and
Australia it is a notifiable disease) (19,20). In Europe, the highest incidence is found in countries
farther from the equator, in contrast to the United States and Australia (2,6,7,17,21). The lowest
incidence rates are in the central and southern countries, especially in the Mediterranean region
(7,22). countries, especially the Mediterranean region (7,22). These differences are due to the
different combination of environmental factors such as the amount and pattern of sun exposure as
well as constitutional factors such as skin type.

The population of the northern countries is mostly light-skinned with a pattern of intense summer
exposure, in contrast, in the Mediterranean area the population with darker skin type predominates
and therefore with greater protection, that is, more adapted to the environment and with a lower
risk (2,7,17,23).

Incidence by sex and age: in those countries where the incidence of melanoma is high, such as the
United States or Australia, melanoma predominates in males. In contrast, in countries where the
incidence is low, such as European countries, the female sex predominates (6, 17). It has been
observed that sex seems to have an impact on the site of melanoma birth (7). In men, 55% are
located on the trunk, while in women 42% are located on the lower extremities, although these
frequencies vary over time related to sun exposure habits. On the other hand, melanomas of the
head, neck and upper extremity have a similar frequency of occurrence in both sexes (6).
Mortality

The mortality rate is low, but a slight increase has been observed in the Caucasian population in
recent decades. In countries with a high incidence, such as Australia and New Zealand, it is the
fifth most common cancer in men and the ninth in women. In the United States, it is thirteenth
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cancer in men and the sixteenth in women. On the other hand, in Spain, where the incidence is
lower, it is the seventeenth tumor that causes the most deaths in men and the seventeenth in women
(5).

The case is presented of a patient who initially had difficulty in diagnosis due to the lack of a skin
specialist, and the patient consulted only a podiatrist. However, once correctly diagnosed, she had
a satisfactory evolution, with the appropriate treatment.

2. TIMELINE

Female patient of 79 years old, who 2 years ago presented a nail lesion type dark spot on the fifth
arch of the left foot, treated since then with podiatrist after 6 months before the consultation the
picture evolves with increasing size of the lesion and change of color to blackish begins to ooze
and bleed, So she went to the Dermatology Service of SOLCA Chimborazo Hospital where an
incisional biopsy was performed, which was compatible with invasive malignant melanoma of the
nail, and was sent to perform immunohistochemistry to confirm the diagnosis. The patient is
evaluated in conjunction with Oncologic Surgery and clinical oncology, and is sent to perform
simple and contrasted tomography of the skull, chest, abdomen and pelvis where a possible
metastatic lymph node is observed at the left inguinal level, along with the confirmatory results of
the IHQ is proceeded to perform an amputation of the affected finger + superficial and deep
inguinal lymphadenectomy, The post-surgical histopathological diagnosis reports Malignant
Nodular Melanoma, the tumor reaches the reticular dermis measuring 4 mm thick, surgical edges
of the amputation negative for tumor infiltration, deep inguinal lymph nodes mature adipose tissue
negative for malignancy nodes are not isolated. We proceed to perform superficial and deep
lymphadenectomy which reports: tissue lymph nodes: 20 nodes are isolated of which 7 are positive
for tumor infiltration, stage pT3a pNib PMx STAGE 111B.

Finally, the BRAF gene mutation is sent to be studied, in 3 months of control with CT S/C Thorax,
Abdomen and pelvis.

Oncological guidelines Immunotherapy Nivolumab and/or Pembrolizumab.

After monthly, quarterly, semiannual and finally annual controls as the patient evolves at the end
of immunotherapy, the patient is assessed with total remission of Ungueal Invasive Malignant
Melanoma with a good prognosis with +95% survival at 5 years.

The patient continues with biannual check-ups.

PATIENT INFORMATION

Patient 79 years old, widowed, born and resident in Quito, instruction (basic). She has a personal
pathological history of arterial hypertension controlled with losartan 100 mg daily. She has no
important family history and is not allergic to any medication or food.

3. PHYSICAL EXAMINATION

Blood pressure: 120/85 mmHg - Heart rate: 72 per minute - Respiratory rate: 18 per minute -
WEIGHT: 60 kg - Height: 1.58 cm - BMI: 25

The patient is lucid, conscious, oriented, febrile, and hydrated.

Skin: normothermic without lesions

Left inguinal ganglion: Positive

Heart: R1- R2 normal, no auscultation of murmurs,

Lungs: vesicular murmur preserved; abdomen: soft, depressible, not painful to superficial or deep
palpation, hydro-aerial sounds present.

Extremities: left foot: fifth joint, presence of a bleeding blackish suppurative tumor lesion that
occupies almost the entire nail matrix, dermoscopy: the presence of multicomponent pattern.
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Figure 1. Nail injury Figurs 2-3. Amputation of injury

4, DIAGNOSTIC EVALUATION: COMPLEMENTARY EXAMINATIONS:

Initial incisional biopsy: compatible with invasive malignant melanoma.

IHQ: HMB-45 (+), S100 (+), MELAN-A(+), KI67(+).

PAN TAC S/C: PELVIC: PRESENCE OF A POSSIBLY METASTATIC LYMPH NODE OF +-
2 CM IN DIAMETER.

BLOOD TESTS: BIOMETRY WITHIN NORMAL VALUES, BLOOD CHEMISTRY
WITHOUT ALTERATION, NORMAL COAGULATION TIMES, NEGATIVE THYROID
PROFILE, NEGATIVE COVID TEST.

. THERAPEUTIC INTERVENTION
Amputation of left toe + left superficial and deep inguinal lymphadenectomy.
Immunotherapy Nivolumab and/or Pembrolizumab.
Biannual check-ups by Clinical Oncology - Oncologic Dermatology

w =

6. FOLLOW-UP AND THERAPEUTIC RESPONSE

Complete remission of melanoma under continuous surveillance every six months

7. DISCUSSION

Invasive malignant melanoma is a tumor that affects mostly adults. In most patients, the disease
is detected when it is localized and can be treated by adequate surgery of the primary tumor in
situ; however, many patients are diagnosed late when they have metastases and usually die soon
after. The 10-year survival rate with metastases is less than 10%. Early diagnosis of malignant
melanoma is common and can be attributed to an atypical presentation in some cases, although on
other occasions it is due to a reluctance to consider the condition, and even going to a professional
who is not able to recognize this type of lesions, thus creating an underdiagnosis of melanoma.

In this clinical case, although the diagnosis was made several years after the onset of the lesion, in
an oncologic hospital and the hospital used oncologic guidelines with appropriate treatment, the
patient's evolution was satisfactory. It is therefore essential to apply the ABCDE criteria with the
help of dermoscopy and biopsy in highly suggestive cases (1). The first five years of follow-up
after resection of the melanoma are the most important, as 90% of all metastases occur during this
period (7). Follow-up should be performed at three-month intervals in the first three years and
every year thereafter. Visits should include a thorough examination of the skin, including the scalp
and genital region, particularly in the regional distribution of primary palpation, and the lymph
nodes, with attention to the regional nodal basin, as well as psychosocial support and review by
systems; this is the basis for detecting symptoms attributable to melanoma. CT and positron
emission tomography is the diagnostic imaging modality of choice in metastases. Ten to 40% of
patients have metastases to the central nervous system (CNS), and they have a poor prognosis,
with more than half of patients dying from intracranial invasion (8). The standard of treatment for
melanoma metastasis is surgical intervention and its goal in the brain is to provide symptom relief
and increase survival time (8). Single drug chemotherapy is well tolerated but is associated with
response rates of only 5 to 20%. (6,10) Combination chemotherapy and chemotherapy can elevate
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response rates but do not prolong survival and cause greater toxicity. Immunotherapeutic
approaches, such as high-dose interleukin (2), are associated with durable responses in a small
percentage of patients (1).

Some of the major pathways of melanoma progression are now better understood, and molecular
techniques (specific genomic incorporation and intratumoral expression) are likely to play an
essential role in making classification schemes more powerful in predicting response to therapy
9).

It is of vital importance to inform the population about primary prevention strategies for metastatic
melanoma through safe sun exposure: avoid exposure during peak sun hours, wear wide-brimmed
hats, clothing and sun protection, especially in childhood and adolescence, when the risk is higher
(1). Physicians and patients should be attentive to lesions. In case of suspicion of metastatic
melanoma, the criteria described above should be applied and the diagnosis should be confirmed
with a biopsy and anatomopathological study since early identification is decisive. Follow-up
should be given to establishing the diagnosis in a timely way.

8. CONCLUSION

When a patient is diagnosed with melanoma, he or she should undergo periodic medical check-
ups to detect possible recurrences at an early stage. However, no study has shown that routine
check-ups increase survival.

increase survival.

The most effective methods for detecting recurrence are a detailed medical history aimed at
detecting signs or symptoms suspicious of recurrence and a thorough physical examination of the
patient's entire skin, as well as palpation of the lymph nodes or, if necessary, the lymph nodes.
lymph nodes or, depending on the availability of the center, the performance of a lymph node
ultrasound by the dermatologist. However, there is still no agreement on which complementary
examinations should be considered routine.

Likewise, patients will be taught to perform their check-ups where they should observe changes
in the appearance and color of the nevi and the appearance or modification of the ganglions, as
well as being made aware of photoprotection, and

They will be provided with a quick consultation method in case unexplained symptoms or signs
appear without the patient having to wait for their next visit.

As for the duration of follow-up, check-ups should last up to a minimum of 5 years for stages 0 or
IA and a minimum of 10 years for the rest due to the risk of recurrence. Patients with a previous
family history of melanoma or with atypical nevi should be monitored for life because of the
increased risk of a second melanoma.

9. PATIENT'S PERSPECTIVE

The patient lived an experience of great concern and anxiety since it was the first time she
presented this health problem, when she was operated she was worried about her life, but she
trusted all the professionals who did everything possible to improve her health. When she was
discharged she was very grateful to everyone.

10. INFORMED CONSENT

We have the patient's informed consent to publish her clinical case.
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