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Abstract

Melanoma is a tumor proliferation developed at the expenseof
melanocytes,the incidence of melanomais
increasingworldwidemakesita realpublic health concern,the severity of
thismalignancy ~ tumor  isassociated  witha  strong  ability
tometastasize,involvingthe prognosisof the patientif the lesionis
notdetected early henceimproving earlydiagnosis remainsa major
challenge.

The objective of ourwork is to studythe epidemiological ,pathological,,
therapeutic, prognostic and preventive aspects of melanomathrough
aretrspective studyof 33patientscollectedfrom January 2010 to January
2017 inin plasticsurgery andburnsofthe CHUMohammed VIMarrakech.
The average age of our patients was 61 years with a female
predominance. Sun exposure was found in 91 % of our patients which
supports the important role complained of sun exposure in the
development of melanoma.

The location the sole of the foot is by far the most frequent (73% of our
patients).

On histological level, Acrolentigineux (61%) and nodule (24%) types
are the most common, with a Breslow thickness varies between 2 mm
and 12 mm and Clark level varies between IV and V in 75% of our
patients, reflecting the significant delay between the start of the lesion
and the consultation which is estimated at 2 years and consequently the
lack of effective means of screening for patients at risk in our
population.

On therapeutically level, at the initial stage, only surgical excision,
constituting the gesture that allows both diagnosis and treatment of the
lesion which must be done as soon as possible to ensure prolonged
survival.

At the loco-regional stage, surgical resection with regional lymph node
dissection is the standard of care. The sentinel node biopsy provides
very precise classification of cutaneous melanoma, but has not been
reported to have a significant impact on survival. The dissection effect
on survival is a subject of inquiry.

Two distinct approaches have emerged to try to prolong the survival of
patients with metastatic melanoma: Immunomodulation with anti-
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CTLA4 monoclonal antibodies and targeted therapy with inhibitors of
BRAF or MEK for melanoma with BRAF mutated, recent studies have
shown that the combination of inhibitors of BRAF and inhibitors of
MEK may improve the progression-free survival and eventually
increase overall survival, the choice of therapy should be individualized
in each case depending on various factors such as BRAF mutation
status, age, co-morbidities and topography of metastases ,while
chemotherapy and radiation therapy can be used to relieve the
symptoms without significant impact on patient survival.

Preventing melanoma is a real public health problem requires education
of the general population on the need for sunscreen and awareness of
melanoma and encouraging early diagnosis with the training of health

professionals.
Copy Right, 1JAR, 2018,. All rights reserved.
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Introduction:-
Melanoma is a malignant tumor developed at the expense of melanocytes. 90% of these tumors are cutaneous
melanomas that arise from the melanocytic cells of the skin.

Melanoma is classically regarded as a rare tumor, but currently all statistical studies agree for a steady increase in
frequency over the last two decades in all parts of the world, particularly in countries with strong sunshine.
Melanoma is still the subject of several studies because of its seriousness, its clinical polymorphism and especially
its therapeutic difficulties.

The prognosis of melanoma remains dark, given its significant metastatic potential. He rests essentially on
anatomopathological data, therefore, any suspicious cutaneous lesion of melanoma should be excised immediately
without excision biopsy to establish the diagnosis at an earlier stage and therefore compatible with curative
treatment.

This anatomopathological assessment of the prognosis remains the best guide to ask the therapeutic indication which
includes, besides, surgery: first-line treatment, immunotherapy, chemotherapy and radiotherapy.

The objective of the present work is to analyze the epidemiological characteristics of malignant cutaneous
melanomas for our population, to study its clinical and histological aspects and to take stock of the therapeutic care
in its various stages.

Material and methods:-

This is a retrospective study was performed over seven years from January 2010 to January 2017 involving 33
patients at the Plastic Surgery, reconstruction and burns department of the Mohammed VI Hospital in Marrakech in
Morocco. All our patients had an anatomopathological confirmation by the tumor lesion biopsy.

Discussion:-

Statistical studies confirm that the incidence of melanoma has been steadily increasing [1,2] .All over the world in
recent years, particularly among the white population. Thus, the incidence of melanoma doubles every 10 years, and
no country seems to be spared by the increase in the frequency of melanoma [3]. Skin melanomas make up 1.2% of
new cases of cancer in the world with a number estimated at 105,000 new cases per year. The highest rates are found
in areas close to Ecuador such as: Australia, New Zealand and Hawaii [4]. In Europe, France has among European
countries intermediate rates of incidence of melanoma (7 to 10 per 100,000 inhabitants per year), between high
rates recorded in northern countries such as Norway (man: 14.3 per 100,000 inhabitants per year, woman: 16.1 per
100,000 inhabitants per year) and . This north-south gradient highlights the importance of phototype in the
occurrence of melanoma [5]. In the United States of America, melanoma has an incidence rate that varies from 10 to
20 cases per 100,000 inhabitants per year [6]. In Africa, despite intense sunlight, countries have low rates, In
Morocco, according to the study of S. EI Mesbahi, 91 cases of cutaneous melanoma were recorded between 1984
and 2004 at IBN ROCHD CHU Casablanca giving an annual rate average of 4.33 cases per year [7]. Another study
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carried out at the IBN SINA CHU in Rabat between 1994 and 2005 reported an average annual rate of 2.5 cases per
year with a marked increase in the incidence of melanoma during those years [8].

In our population, the annual average rate was 4.5 cases per year. There has been an increase in the number of cases
of melanoma since more than 50% of our cases have been diagnosed in the last four years. These results are
consistent with those of the literature.

The male predominance in our series is consistent with Moroccan statistical data. In a study of 287 melanoma cases
in the Casablanca and Rabat Hospitals over a period of 22 years. Men are 61% compared to 39% for women [5]. In
Western countries, women are more frequently affected than men (Table I). This male predominance in our country
is due to solar exposure, most probably related to the participation of men in working life, especially in rural areas.

Sex
Men Women
A. Bullet [6] 40,7 57,3
N. M. Fisher [10] 39 61
J. M. Halna [11] 47 53
B. K. Armastrong [12] 42 58
H. Thameur [8] 63,33 36,67
F. Benouna Biaz [9] 61 39
Our Population 60 40

Table I:-Comparison Between Sexes In The Different Populations In The Studies

According to the studies, The risk of melanoma increases with age (confirmed during studies of 60-years , but
melanoma is not rare for people under the age 30 years . In fact, it is one of the most common cancers among young
adults (especially young women). [13]

In the United Kingdom between 2009 and 2011, an average of 27% of cases were diagnosed in people under 50
years of age and an average of 24% of cases were diagnosed at the age of 75 years and over [14]. The average age
of our patients is 61 years, which is consistent with the literature data.

The most common zone for melanoma for men is the upper back whereas in women, the most common sites are the
legs [15].

The frequency distribution of melanoma by anatomical zone differs between Caucasians and ethnic minority
populations, whereas Caucasians have a predilection for developing lesions on sun-exposed surfaces, including the
face and neck, Blacks have lesions mainly located on the photo-protected mucosa and acute zones, particularly the
foot, which is thought to be related to a traumatic lesion. In our series: the topography of lesions of patients in our
study is shown schematically in Table Il and It is noted that melanoma is localized in the lower limb (sole and toe)
in 80% of cases, This predominance is explained by the fact that this zone constitutes a non-photo-protected part by
the natural pigmentation and often victim of repeated microtrauma that would be involved in the genesis of
melanoma.

Sun exposure is the main factor in the known environment associated with the development of skin cancer of all
types. Although there is no standard measure, sun exposure has generally been classified as intermittent or chronic,
and its effects can be considered short-term or cumulative.

Intermittent sun exposure appears to be the most important risk factor for melanoma [16,17]. Analytical
epidemiological studies have shown the role of intermittent exposure to the sun and are shown schematically in the
following table (with odds ratios [OR] of 1.6 to 1.7)

A patient with a history of melanoma has a high risk of developing additional primary melanomas, especially for
those with risk factors for melanoma, such as cutaneous phenotype, family history, mutation in the CDKN2A gene,
exposure to the sun Intensive in young age, and many common nevi and / or atypical nevus, about 5% of patients
with melanoma develop more than one primary cancer, while in the family setting the corresponding estimate is
30%, this rate of several primary cancers of the same organ is a common feature of hereditary cancer susceptibility
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syndromes and represents a clinical finding that should elevate the level of suspicion for a patient with melanoma
and may be related to an underlying genetic predisposition. that was the risk of secondary melanoma after the
diagnosis of a first prima melanoma ire is about 5% and is higher for men and elderly patients [29-30].

Another van der Leest cohort study [31] has shown that the risk of malignant melanoma is 8-15 times higher for
people with a malignant melanoma history and that frequency and higher for women.

On the other hand, patients with a personal basal cell carcinoma or squamous cell carcinoma history is also
associated with an increased the melanoma risk. According to studies [32-33], this risk varies from a non-significant
increase for the melanoma with a squamous cell carcinoma history of 1.04 (C1 0.13-8.18) at a significant risk of 7.94
(Cl 4.11-15.35).In our study, no history of malignant melanoma or skin cancer was documented.

In general, family history of melanoma increases the risk of melanoma by about the double; a family cancer registry
study has evaluated more than 20,000 individuals with melanoma and found an incidence ratio of 2, 62 for the
descendants of individuals with melanoma and 2.94 for siblings [34].

First-degree family members studies of 23,000 melanoma patients found a lifetime cumulative melanoma risk of
2.5% to 3%, which is about twice the risk of the general population and when two or more Family members were
diagnosed with melanoma before the age of 30 years and the cumulative lifetime risk for family members increased
to 14% [34].

The gene for susceptibility to CDKN2A major hereditary melanoma is found to be mutated approximatively from
35% to 40% of families with three or more cases of melanoma. Up to date more than half of the families with
multiple melanoma cases have no identified mutation [35].

The definition of a family group of melanoma varies by geographic regions around the world because of the role
played by UV radiation for the pathogenesis of melanoma. In highly sunny regions, three or more affected family
members are needed then that in areas with lower levels of ambient sun exposure, two or more affected family
members are considered sufficient to define a family group. The American College of Medical Genetics and the
National Society of Genetic Counseling recommend that a person with any of the following characteristics be
referred for genetic counseling [36, 26].

A personal story of three or more primary melanomas.

Immunosuppressants (azathioprine and cyclosporine) are classified by the International Agency for Research on
Cancer as causes of all types of skin cancer [37]. The risk of malignant melanoma is 80% higher for people with
Crohn's disease [38]. On the other hand, the risk of malignant melanoma is 23% higher for people with ulcerative
colitis [38]. Another study by Dinh [39] showed that melanoma is 1.6 to 2.5 times more common for organ
transplant recipients than in the general population, an excess that has generally been attributed to the effects of
cancer. Immunosuppressive therapy administered to prevent transplant rejection.

According to a study by Oslen [40] the risk of malignant melanoma is 50% higher in case of HIV infection.

Some authors claim that the occurrence of acrolinogenic melanoma is 25-55% of cases due to trauma based on the
fact that these melanomas occur in weight-bearing areas and their preponderance in thumb and fat nails toe who are
more exposed to trauma [41].

The notion of trauma is currently controversial, in the retrospective study of Kaskel [42] only 8.7% (32 patients) of
patients considered an association between trauma and melanoma formation. For these 32 patients, 22 patients
reported only one event and the other ten have presented a persistent irritation and he concluded that on the
epidemiological basis and clinical and scientific research up to date, there seems to be no evidence of the role of
trauma in the pathogenesis of melanoma.

Focusing on our patients antecedents, we note the concept of foot trauma for a patient who presented a nodular

melanoma of the sole of the foot while the concept of repetitive strain injury was found for two patients (farmers)
who presented acrolentiinous melanoma of the foot sole.
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The risk of malignant melanoma is 2.2 times higher for aircraft pilots and flight attendants than for the general
population, which can be explained by ultraviolet levels that are higher at altitude than at ground level[44].

Other occupational exposures have been variously and inconsistently associated with melanoma risk. If these reports
are authentic, these exposures are likely to represent only a small fraction of cases [45].

The risk of melanoma is not associated with retinol consumption, however, case-control studies indicate a lower risk
with increased consumption of retinol [46].

Other studies have shown an association between exposure to chemicals (such as Arsenic) and solvents and the
occurrence of melanoma, but further studies are needed to support or refute this association.

A lesion likely to be a melanoma if these clinical criteria are present:

1. Asymmetry: Half of the lesion does not correspond to the other half

2. Irregular edges: The edges are ragged, notched or blurred.

3. Color variation: pigmentation is not uniform and can display shades of beige, brown, or black; white, red,
blue.

4. Diameter: A diameter greater than 6 mm is characteristic, although some melanomas may be smaller; any
growth in a nevus deserves an evaluation.

5. Evolution: Changes in the lesion over time are characteristic, this factor is essential for nodular melanoma or
achromic (non-pigmented) melanoma, which may not have ABCD criteria above.

The ABCDE rule has a high diagnostic accuracy when used in combination, lesions with these characteristics
(ABCDE) should be considered as a potential melanoma, although atypical /dysplastic nevi may be difficult to
distinguish clinically. The more recent use of the ugly duckling sign may help for the detection of lesions that do not
meet the classic ABCDE criteria (eg, nodular melanoma, achromic melanoma or desmoplastic melanoma).

In 1998, Grobet al [47] introduced the concept of ugly duckling based on the principle that when a "spot™ is not like
the others is often suspected of being malignant, this clinical realization emphasized the importance not only of
evaluating the morphology of the lesion but also of comparing it to that of the surrounding lesions and looking for
an aberrant value in the fundus of naevis having a similar appearance, this concept is based on the principle that any
injury different from the others should be considered as a suspect naevus.

Dermatoscopy is a non-invasive method that allows in vivo evaluation of the colors and microstructures of the
epidermis, the dermal-epidermal junction and the papillary dermis that is not visible to the naked eye. The
identification of the specific diagnostic models is related to the distribution of colors and dermatoscopic structures
that may indicate better the malignancy or benignity of a pigmented skin lesion.

According to the study done Vestergaard ME [48], that showed that dermatoscopic examination is more accurate
than clinical evaluation with the naked eye for the diagnosis of cutaneous melanoma (OR = 15.6, p = 0.016). In this
study the mean sensitivity in the diagnosis of melanoma was 74% for the naked eye examination and 90% for the
dermatoscope. However, the dermatoscopic examination is highly operator-dependent and is based on a color
distribution analysis as a reflection of the malignancy and is therefore subject to the same pitfalls when the color
reflects poorly or not the the tumor architectural disorder. In addition, the diagnosis of nodular or purely dermal
pigmented tumors remains difficult with the dermoscopy whose field of vision extends essentially to the papillary
dermis.

In our series, no patient has has done a dermatoscope exam.

Any suspect pigmented lesion should be sent to the biopsy. However, the method between a biopsy-excision and
biopsy-simple has been the source of many studies.

The generally preferred method is the complete and full-thickness biopsy-excision of the suspect lesion with a small

margin of normal-looking skin (approximately 3 mm), this allows a reliable result on the histological nature and
level. invasion. It is important to clearly document the dimensions of the lesion in the procedure of the physician,
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along with the dimensions of the lesion as well as the surgical margin, this will serve as a guide for the extra surgical
margins that may be needed if a melanoma is diagnosed.

A simple biopsy of the lesion should not be performed in case of:

1. Lesion whose location makes complete excision difficult.

2. Nail lesion.

According to Balch CM [49], he concluded that in the case of small pigmented lesions, if an excisional biopsy can’t
be performed and that the entire lesion can be removed by punch-biopsy then the latter is an appropriate option.
However, in case of a larger lesion the punch biopsy can’t capture the malignant part and it may be necessary to
perform a larger deep shave (shave-biopsy) at a part of the lesion where lies the most atypical pigmentation network.

In addition, according to Tran KT [50], the most important aspect of all these methods is to obtain an adequate
sample that will allow a definitive diagnosis (including measuring the Breslow index) or excluding the diagnosis of
melanoma by an experienced pathologist.

In general, many studies have demonstrated the superiority of biopsy-excision compared to other types of biopsy:
shaved-biopsy and punch-biopsy. In fact, the rate of metastatic diffusion as well as the mortality rate are decreased
for the patients who underwent a biopsy-excision compared to those who underwent other types of biopsies [51].

The performance of the pathology examination depends on the experience of the pathologist, the quality of the
excisional material and the technique of preparation and study of the specimen.

In general, Broche has concluded that the pathological examination can invalidate or confirm the clinical diagnosis
and provide essential prognostic elements to the clinician and that several elements are important for optimal
performance of the pathological examination: experience of the pathologist, the quality of the biopsy-excision and
the accuracy of the clinical data.

In our population, eight patients had nodular type melanoma (24%), twenty patients had Acrolentiginous melanoma
(61%), two patients presented with SSM melanoma (6%) and three melanoma cases with melanoma. of Dubreuil
(9%). These results are consistent with literature data and this high frequency of acro-lentiginous melanomas can be
explained by the dark phototype (51% with phototype IV and V) and plantar location (73% of patients).

In our study, thoracic radiography is performed for 31 patients and abdominal ultrasound is performed for 7 patients.
Echography of ganglion areas performed for 22 patients and the local radiography is performed for two patients.The
thoraco-abdominal-pelvic CT scan was performed for sixteen patients.

A facial and brain scan was performed for one patient with melanoma in the cheek.

A cerebral CT scan was performed for one patient with melanoma of the scalp.

Whole body MRI is performed for one patient with melanoma of the sole of the foot.

This extension assessment performed for our patients revealed metastases for 13 patients (39%):
1. one patient with brain metastases

2. 11 patients with Ganglionic metastases

3. Liver metastases in a patient.

The frequency of lymph node metastases at the time of diagnosis can be explained by:

The negligence of the patient's lesion especially that it is not accompanied by painful symptoms.
The high Breslow index (greater than 2mm in 82% of cases).

Clark level as high at the time of diagnosis (at V for 27% and at IV for 48% of cases).

The relatively "hidden™ location of certain lesions (for example at the plantar level in 73% of cases).
Financial constraints that prevent the public from consulting.

agrwnE

Surgical excision remains the main modality for the melanomas treatment , they are very curable in the localized
stages and their treatment is mainly surgical excision with margins proportional to the microstage of the primary
lesion in 80% of cases. [52]
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Chronic intermittent Studies

Sun exposure OR*=95%CI**

Sun exposure OR=95%CI

Nelmas al [18] 1.6 0.7
Elwood al [19] 1.7 0.9
Gandin al [20] 1.6 0.9

Table I1:-Results Of Epidemiological Studies [18,19,20] On Sun Exposure As A Risk Factor For Melanoma
*OR = odds ratio, ** Cl = confidence interval;

Recently, the use of UV-emitting tanning devices is classified by the American Institute for Cancer Research as a
cause of melanoma [21, 22]. According to these studies, 100 deaths from malignant melanoma each year in the UK
are caused by the use of these tanning devices [23,24].

Colantonio S [25] has shown that the risk of malignant melanoma is 16 to 25% higher for people who have ever
used a tanning device (at any age) compared to those who have never used.

Boniol M [26] has shown that the risk of malignant melanoma is 59% higher for people who have used these
tanning devices before the age of 35 years.

For our population, the notion of medium intensity solar exposure was found for 30 patients (91% of patients),
which supports the important and incriminated role of sun exposure in the occurrence of melanoma.

The Fitzpatrick classification classifies individuals according to the reaction of their skin during solar exposure,
pigmentary characteristics are determinants in the development of melanoma and there is an inverse correlation
between the risk of melanoma and the color of the skin.

Scherer [27] has shown that dark-skinned ethnic groups (Blacks, Hispanics, darker Asians) have a very low risk of
developing melanoma, however they develop melanoma on less pigmented, acral surfaces (sole). nail bed), the color
of the skin is modified by genetics and behavior. MC1R is one of the main genes controlling pigmentation.

Olsen [28] has shown that the risk of malignant melanoma is doubled for people with phototype | compared to those
with phototype V.

Olsen [28] has also shown that the risk of malignant melanoma is doubled for phototype Il and 35% more for
phototype 111, compared with phototype IV.

In our study: 14 patients (42%) had a group 1l phototype, 14 had a group IV phototype (42%), 3 had a group V
phototype (9%), and 2 had a group Il phototype ( 6%).

These divergences of results with the literature can be explained by the important degree of sunshine in our
population which explains the high occurrence of melanoma even in the dark phototypes and also by the
predominance of the acrolentiginous melanomas (35%).

Two analytical studies [20, 28] have shown that the risk of malignant melanoma is approximately 4 to 10 times
higher for people with unusually shaped or large necroses (heterogeneous appearance, irregular margins).On the
other hand, Gandini [20] has shown that malignant melanoma is nearly seven times higher for people with many
(more than 100) common nevi compared to people with very little naevi (0-15 nevus) and that the risk of malignant
melanoma increases by about 2% for each additional common naevi, so patients with multiple naevi demonstrate an
increased risk of melanoma.

It is obvious that the presence of both multiple naevi and the presence of multiple clinically atypical nevi are
associated with an increased risk of melanoma, most studies show a high risk of melanoma with the presence of
atypical nevi.

In our study, seven patients presented with pre-existing melanoma of naevi, two of whom developed SSM-type

melanoma, two patients with nodular melanoma and three patients with acrolentiginous melanoma, and three
patients with melanoma on Dubreuil melanoma.
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The margins of lateral excisions are shown schematically in the following table:

Breslow Indice (mm) margins of excision (cm)
Insitu 0,5-1

<1 1

1,01 1-2

2,01-4 2

Table I11:-Margin of lateral excisions

An excision margin greater than 3 cm is not recommended, as no significant benefit in terms of recurrence or
survival has been demonstrated beyond [52].

The margins of deep excision, not specified in the standard options and recommendations and they are performed
according to the anatomical topography and carrying all the subcutis.

In our population, 33 patients have performed a surgical excision with margins of lateral resection varying between
1 cm and 3 cm, respecting the recommendations and the safety margins of the deep excision taking all the
hypodermis.

Lymphatic Mapping and sentinel lymph node biopsy can be considered to evaluate the presence of occult metastases
in regional lymph nodes of patients with primary tumors larger than 1 to 4 mm potentially identifying individuals
that can be spared morbidity from the regional lymph node dissection and individuals who can take advantage of an
adjuvant treatment.

Therefore, to ensure accurate identification of the sentinel lymph node, lymphatic mapping and sentinel node
excision must precede by an extensive excision of the primary melanoma.

Several studies have demonstrated the diagnostic accuracy of sentinel node biopsy with false negative rates from 0%
to 2%.

If metastatic melanoma is detected by biopsy then a complete regional lymph node dissection can be performed in a
second procedure.

For our population, ganglion dissection was performed for 19 patients (59%):

1. 13 patients (68%) underwent nodal lymph node dissection, of which 8 patients (61.5%) reported metastatic
lymph nodes

2. 6 patients (32%) underwent lymph node dissection in principle (without palpable lymphadenopathy), 3 of which
(50% of the lymph node dissection performed) showed metastatic lymph nodes, which supports the important
role of imaging and of the anatomopathological study in the research for occult lymph node metastases.

The reconstruction after surgical removal of the tumor is established according to the general principles of
reconstruction, directed healing, suture, skin grafts, local flaps and microsurgical flaps can be used depending on the
size, location and composition of the loss of substance, the age of the patient and the general condition of the patient
[53].

In a prospective study [54] on reconstruction after neck and facial melanoma resection for 42 patients, an ordinal
scale was used to evaluate several outcome criteria of reconstruction (pain, itching, color , scarring, stiffness,
thickness, and irregularity) and a visual analogue scale (VAS) was used to assess the perception of appearance and
patient satisfaction and the results were for patients who received skin grafts reported significantly adverse EVA
scores compared to other reconstruction methods (P = 0.046).

In addition, skin grafts received significantly less good ordinal scale assessments for itching (P = 0.043), color (P =
0.047), scars (P = 0.003) and stiffness (P = 0.041) compared to other reconstruction methods.

The author of this study [54] concluded that the degree of emotional impairment after the face or neck
reconstruction melanomas is correlated with the perception of the patient's appearance is more important from the
patient's point of view . On the other hand, according to the present study, flaps are the preferred reconstruction
methods , while skin grafts are the least favored.

30



ISSN: 2320-5407 Int. J. Adv. Res. 6(5), 23-35

In another study done in 2014 by Hayashi T [55] whose objective was to analyze the post-excision reconstruction
modes of the melanomas of the face, it was pointed out that the flaps were frequently used in the cases of large areas
loss of substance with thick melanoma whereas skin grafts have been used for a wide variety of tumor thicknesses
and for elderly patients with thick melanomas (due to the general conditions of the patients). This study concluded
that the procedure for reconstruction after excision which is based on three important factors( size of loss of
substance, severity of of a face melanoma and age of the patient) and that the reconstruction procedure had no
impact on the prognosis.

For foot-plant melanoma, studies are being done to investigate the methods of repairing the substance loss after the
excision and they concluded that the skin flap can provide well-vascularized local tissue for weight-bearing areas
where a graft skin alone may not be appropriate as long as these flaps need to be well padded, which provides
durable coverage especially for medium-sized post-excisional losses in acrolentiginous melanoma [54].

In general, for lower extremity melanomas and studies in this setting, the skin flap was found to be a reliable option
but without impacting the survival of these patients.

For our population, The mode of repair of the tumor or post-tumor loss of operated patients: 6 patients have
benefited from a direct suture, 26 patients have benefited from a cutaneous graft (of which 20 patients presented a
good evolution and 4 patients had lysis of the transplant) whereas only one patient had a good neuro-sural type flap,
from these results, we note that 81% of the cases of our series have benefited of a skin graft of which 77% had a
good plastic evolution.

Immunotherapy with:-

1. lpilimumab is a monoclonal antibody that binds to CTLA-4 and thus blocks its ability to regulate T-cell
activation, proliferation, and effector function; it has demonstrated improved progression-free survival in multi-
center international randomized trials. for patients with unresectable or advanced melanoma, leading to
approval by the US Food and Drug Administration (FDA) in 2011.

2. Anti-PD-1 and PD-L1: The PD-1 pathway is a key immuno-inhibitory mediator of T cell depletion, blockage of
this pathway can lead to T cell activation and expansion with enhanced effector functions and is marketed as
Pembrolizumab.

3. Lambrolizumab received accelerated approval in 2014 demonstrating durable responses for patients whose
disease had progressed after receiving ipilimumab.

4. Interleukin-2 (IL-2): High-dose interferon alpha-2b was approved by the US Food and Drug Administration in
1995 for the adjuvant treatment of patients with melanoma who have undergone complete surgical resection but
who are considered to be at high risk of relapse (stage 1B, 1IC, and IlI), however, prospective multicenter
randomized trials have demonstrated that high-dose interferon and pegylated interferon improve non-relapse
survival but improve not overall survival.

Targeted therapy:-
Studies to date indicate that BRAF and MEK inhibitors may have a significant impact on the natural history of
melanoma, even though they do not appear to be curative as simple agents.

The BRAF inhibitor marketed in two products: Vemurafenib, a selective BRAF kinase inhibitor approved by the US
Food and Drug Administration in 2011, has shown improved progression-free survival and overall survival in
patients With advanced metastasis, its indication is limited to patients with a BRAF V600E mutation demonstrated
by an approved test [57]. The second commercialized product is Dabrafenib which is a selective inhibitor of BRAF,
it is a small molecule available orally and which was approved by the US Food and Drug Administration in 2013, it
showed improved progression-free survival comparing it to chemotherapy. [56]

Vemurafenib is generally well tolerated, and its most common side effects are arthralgia, rash, alopecia,
photosensitivity, fatigue, nausea, diarrhea and pruritus, so regular monitoring of liver enzymes is recommended
since an elevation is possible. In case of adverse effects, symptomatic treatment may be started with a dose
adjustment of vemurafenib. [56]

The MEK inhibitor: marketed under the name Trametinib is a selective inhibitor of MEK1 and MEK?2 in the form of
a small oral molecule approved by the US Food and Drug Administration in 2013 for inoperable patients or in case
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of 'a metastatic melanoma with BRAF V600E, he demonstrated improved progression-free survival by comparing it
to chemotherapy. [56]

Chemotherapy:-

It can be used to treat advanced melanoma but it is not often used as first line treatment for other teams in the world
because new forms of immunotherapy and targeted drugs have become available in these countries, it does not is
usually as effective in melanoma as in some other types of cancer, but can relieve symptoms or prolong survival for
some patients.

Several chemotherapy drugs can be used to treat melanoma: dacarbazine (also called DTIC), temozolomide
paclitaxel, carmustine, cisplatin, carboplatin, and vinblastine.
Palliative treatment (radiotherapy):

Although melanoma is a relatively radiation-resistant tumor, palliative radiotherapy may relieve symptoms and
retrospective studies have shown that symptom relief and some tumor shrinkage under radiation can occur in
patients with multiple brain metastases. , bone metastases or compression of the spinal cord. [58]

The main progressive risk of melanoma is the occurrence of metastases, 43 patients (47.8%) died because of
melanoma evolution and the median survival after lymph node recurrence was 31.8 months ([CI] 23.3 to 40.3
months) [59].

The period between excision of the primary tumor and subsequent reoccurrence of recurrence is called metastatic
dormancy and for melanomas, a period of dormancy may end with the emergence of a recurrence at the level of a
metastatic site and rarely at the site of the primary tumor, so melanomas as much as some other cancers such as
prostate and certain types of breast cancer, often have a very long cycle in which metastases do not manifest that
after years or even decades, clinically localized melanoma can recur after an interval of 10 years or more [60].

The first non-contiguous sites at which melanoma cells are thought to spread are lymph nodes [59] with a significant
risk for patients with melanoma> 1 mm thick, the presence of melanoma cells in the lymph nodes is the strongest
predictor of recurrence and survival in patients, and if it is positive (sentinel lymph node biopsy) it is possible that
tumor cells have already had access to the systemic circulation [61; 62]

The lungs and pleura are the most common sites of visceral metastasis in melanoma and one in ten melanoma
patients will develop lung metastases at some point during their illness and the lungs are often the first site of
visceral metastasis in melanoma, a series of autopsies reveal that more than 85% of patients with late-stage
melanoma have evidence of lung metastases [63].

For brain metastases, The analyzes suggested that 20 to 54% of melanoma deaths result from brain metastases. At
autopsy, 36 to 54% of patients with metastatic melanoma have cerebral metastases, although relatively less than 12
to 20% have clinically evident metastases during their disease although when brain metastases are present,
metastases visceral to other sites are also usually present. [32]

Hepatic metastases are clinically detected in 10-20% of patients with cutaneous melanoma, and subclinical liver
metastases are much more common because they occur in 54-77% of patients with melanoma at the time of
Melanoma is easy to detect and at low risk of spreading when diagnosed early, and its inducing factors (sun
exposure) are manageable and is therefore an ideal tumor to organize prevention.

In our study, patients come at a late stage (39% in stage 111 and 1) with a Breslow index and a high Clark level and
nodal or visceral metastases which reflects the time elapsed between onset of lesions and the timing of the
consultation and which can be explained by the lack of effective means of screening and prevention of patients at
risk in our population hence the need to implement more effective ways to improve the prevention of melanoma.

Conclusion:-

The incidence of melanoma is rising worldwide. In Morocco, melanoma ranks third, after primary carcinomas and
sarcomas, and affects the elderly with an average age of 60 years and a predominance of women. Foot localization is
the most common estimated at 70% according to our study.
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Ultraviolet exposure remains the most incriminated factor in the development of melanomas, as well as other
factors, the most important of which is the light phototype and the personal and family history of melanoma or other
malignant skin tumors.

Surgical excision of lesions at the locoregional stage, is the optimal treatment in 80% of cases that confirms the
diagnosis of melanoma and determine the thickness of Breslow and specify other factors histo-prognostic.

The interest of sentinel lymph node biopsy is highly evolved in the diagnosis of occult lymph node metastases.

For metastatic melanoma, many treatments have been attempted to improve the survival of patients of this stage,
ipilimumab and inhibitors of B-raf (Vemurafenib and Dabrafenib) and MEK inhibitors (Trametinib) are the main
options to metastatic disease since they are the only ones to have emonstrated survival gains and the choice of
therapy should be individualized to take into account different factors such as BRAF mutation status, age, condition
patient and the extent of the disease.
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