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Abstract:

Introduction: Melanoma, a neoplasm of melanocytes is the most aggressive and life-threatening skin cancer. The incidence
of it is higher in fair skinned people as the Ultraviolet-light exposure is the most important risk factor with the malignant
transformation of the nevi. So here we aimed to determine the clinical and histopathological findings of our Melanoma
cases.

Method: We reviewed the tumors of the patients who received the diagnosis of Melanoma at our Pathology Laboratory,
between 2011 and 2018 retrospectively.

Results and Discussion: There were 43 skin Melanoma cases. 21(48.8%) of the patients were female, 22(51.2%) were male.
The median-age in females was 68, while 64 in males. 35(81.4%) of the 43 cases were Nodular Melanoma(NM), 3(7%) were
Superficial-spreading melanoma(SSM) and 5(11.6%) were Melanoma-in-situ(MIS). None of the SSMs and MISs had
metastasis to anywhere.

7(20%) of the NMs had lymph-node and 3(8.6%) had soft tissue metastasis at the time of diagnosis. 4 developed lung,
brain, stomach and nasopharinx metastases in the following 2 years. The ratio of the Clark Level 2,3,4,5 of NMs were
11.4%, 28.6%, 45.7% and 14.3% respectively. Most of the metastatic cases were Clark Level 3 or 4. This study showed
that Melanoma is generally diagnosed at WHO-Stage 2 or 3 and this cause worse prognosis as the cure rates depend
greatly on the stage.

Conclusion: As a result it’s very important to self-examine the existing nevi on our skin in order to detect the early

malignant transformation to Melanoma and protect our skin from Ultraviolet-light.
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Introduction:

Melanoma is a malignant neoplasm of melanocytes. It
accounts for 4% and 5% of all new diagnosed malignancies in
females and males respectively(1). It predominantly affects
older people; however it can present occasionally in younger
adults and also in children. The incidence of it is higher in fair
people as the exposure to Ultraviolet-light is the most
important risk factor(1-3). With the increase in exposure to
Ultraviolet-light because of the defect of Ozon layer and
global warming, the incidence of Melanoma has been
increasing. Etiological factors other than Ultraviolet-light and
fair skin are family story (Familial melanoma), Xeroderma
Pigmentosum, Familial dysplastic nevus syndrome, congenital
bathing-trunk nevus and immunosuppression. It can also arise
denovo(1,4). It is the most aggressive and life-threatening
skin tumor as it has a very high tendency to spread to other
parts of the body and has a high mortality(5). As Melanoma is
such an important disease especially in more sunny countries
like ours, we here aimed to determine the clinical and
histopathological findings of Melanoma cases diagnosed in
our Pathology Laboratory.

Method:

We reviewed the slides and the clinical data of the patients
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Who received the diagnosis of Melanoma at Pathology
Laboratory of Mugla Sitki Kogman University Education and

Research Hospital, between 2011 and 2018 retrospectively.
Clinical parameters of the patients were obtained from the
hospital automation system. The parameters evaluated were
age, gender, histological type of the tumors, Breslow tumor
thickness, Clark Level, mitosis, lymphovascular invasion,
perineural and intraneural invasion, regression and tumor
infiltrating lymphocytes. Breslow tumor thickness was
calculated according to AJCC (The American Joint Committee
on Cancer) guidelines (6). The level of tumor invasion was
classified according to Clark levels. (Level 1: in situ
melanoma, Level 2: invasion of the papillary dermis by single
cells or small nests, Level 3: invasive tumor usually as an
expansile nodule abutting on the reticular dermal interface,
Level 4: invasion of the reticular dermis, Level 5: invasion of
the subcutaneous fat)(1). Mitotic rate was counted in 1mm?
area. >1 mitosis was accepted as present, < 1 mitosis was
accepted as absent(1). Lymphovascular invasion, perineural
and intraneural infiltration and regression were evaluated as
absent or present. Tumor infiltrating lymphocytes were
evaluated as; Brisk (lymphocytes present throughout the
whole vertical growth phase or extending across its entire
base), Nonbrisk(tumor infiltrating lymphocytes implies focal
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infiltration only) and absent (no lymphocytes at all or
lymphocytes are present but do not infiltrate the tumor) (7,8).
This Project was evaluated by Mugla Sitki Kogman University
Research and Publication Ethics Committee with 180150/18
registration number and it was approved in terms of scientific
researches and patient ethics.

In statistical analysis of data, mean and standard deviation for
continuous variables and percentages for categorical variables
were used. Descriptive statistics and categorical variables

were given as frequencies (percentages).
Results and Discussion:

There were 43 cutaneous Melanoma cases. 21(48.8%) of the
patients were female, 22(51.2%) of them were male. The
median age at the time of diagnosis in females was 68, while
64 in males. Other detailed results of the parameters evaluated
are listed in the Table 1.

Table 1: Parameters evaluated in patients with Cutaneous Melanoma

Parameter Number Ratio (%)
Histological tumor type Nodular Melanoma 35 81.4
Superficial-spreading melanoma 3 7
Melanoma-in-situ 5 11.6
Total 43 100
Breslow Thickness of - 5 11.63
Melanomas (mm) <1 2 4.65
1-2 9 20.93
>2-<4 13 30.23
>4 14 32.56
Total 43 100
Clark level - 5 11.63
1 1 2.33
2 5 11.63
3 12 20.90
4 16 37.21
5 4 9.30
Total 43 100
Mitosis Absent (<1/1mm”) 6 13.95
Present (>1/1mm°) 37 86.05
Total 43 100
Lymphovascular Absent 33 76.74
invasion Present 10 23.26
Total 43 100
Perineural/intraneural Absent 34 79.07
infiltration Present 9 20.93
Total 43 100
Tumor infiltrating Absent 13 30.23
lymphocytes Nonbrisk 11 25.58
Brisk 19 44,19
Total 43 100
Regression Absent 38 88.37
Present 5 11.63
Total 43 100

Most of the cases were Nodular Melanoma(NM), 3 were
Superficial-spreading melanoma(SSM) and 5 were Melanoma-
in-situ(MIS). None of the SSMs and MISs had metastasis to
anywhere.

7(20%) of the NMs had lymph-node metastasis (Table 2) and
3(8.6%) had soft tissue metastasis (without lymph-node
metastasis) at the time of initial diagnosis.

Among these lymph-node metastatic patients, 1 patient had
synchronous lung, soft tissue metastasis with Non-Hodgkin
Lymphoma as an additional disease. He was the youngest
patient (31 years old) and he was being treated for Lymphoma
for 3 years at the time of melanoma diagnosis. Unfortunatelly
he lost his life in 1 year. This poor disease course was linked
to immunosuppression (1)(Table 2).

Table 2: The features of Nodular Melanoma cases with lymph-node metastasis at the time of diagnosis.

case | Age | Breslow Cark | Lymphovascular | Peri/intraneu | Other Metachronous | Additional
thickness(mm) | level | invasion ral invasion | synchronous | metastasis disease
metastasis
1 63 10 5 +
2 73 9 5 +
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3 68 15 5 + + -Nasopharinx

4 75 13 5 + + -Stomach

5 72 14 5 + + -Brain

6 60 8 4 + B

7 31 10 5 + + -Lung-Soft Non-Hodgkin
tissue Lymphoma

Also among these lymph-node metastatic patients, 1 patient
had synchronous brain metastasis and 2 patients developed
metachronous metastases to the stomach and nasopharinx in
the following 2 years (Table 2). Metastatic patients had Clark
level 4 or 5 and high Breslow thickness; however none of
them had regression and tumor infiltrating lymphocytes. Also
1 of these 7 patients presented with a lymph-node metastasis
at first and later the primary skin tumor was found on his
scalp.

When all patients are considered; most of the tumors had
higher Breslow thickness than 2mm (62.79%) and the average
Breslow tumor thickness was 4.75mm in NMs. Also most of
the tumors had 3 or higher Clark Level (67.41%) at the time of
diagnosis.

In our study we presented that Cutaneous melanoma is
predominantly a disease of older people and is seen more
common in males especially in our geographical region in
paralel to the study of Ozgen(9). It is a very interesting disease
that makes frequent, early and unusual organ metastases (10).
The worst prognostic histological type of melanoma was NM
with the higher rates of metastasis, higher Breslow thickness,
higher Clark Level, higher mitotic rates, with more
lymphovascular-peri/intraneural  infiltrations, with lesser
tumor infiltrating lympocytes and with poorer course as seen
in the literature (2,3,5,9,11). Most of the melanomas arise de
novo. Only 2 of our patients mentioned previous presence of a
blue and a melanositik nevus. So it is important to recognise
the melanomas early with these signs: diameter larger than
6mm, irregular lesion borders, irregular and variable
pigmentation, asymmetry, recent and rapid change in a pre-
existing lesion. Older and male patients have worse
course(12). The prognostic parameters have to be evaluated
carefully in the surgical materials with the clinical parameters
like age, gender and localization in order to determine the
tumors which have the capacity for spread and shorten the life.
The most important prognostic indicator is the Breslow tumor
thickness measured from the superficial level of granular cell
layer to the deepest point of invasion(13,14). Breslow tumor
thickness, presence of mitosis, skin ulceration and satellit
lesions with lymph node and distant metastasis are the
features used in AJCC staging system in order to determine
the need of adjuvant chemotherapy, immunotheraphy or other
treatment regimens (15,16). The level of tumor invasion is
evaluated according to the Clark level system. Clark level
formerly was believed to provide independent prognostic
information for thin tumors than 1mm (17,18); however recent
studies present that mitotic rate assessment was enough in
even thin tumors and so Clark level was not suggested
anymore(19,20). Tumor infiltrating lymphocytes are also
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important independent prognostic parameter. Thin melanomas
tend to have brisk response while thick tumors frequently have
no lymphocytic response as we found in our study(7,8). They
tend to make more metastasis to lymph nodes as Taylor et all
presented in their study in paralel with our study (8). The
importance of regression is still controversial. Some authors
claim that it correlates with aworse prognosis in thin
tumors(21). The precence of lymphovascular invasion
facilitates metastasis as we saw in our study(22) and
diminishes the survival as presented in many other studies (23-
25). The presence of perineural and/or intraneural infiltration
increases the risk of recurrence (1).

Conclusion:

This study showed that Melanoma is generally diagnosed at
advanced stage and this cause worse prognosis as the cure
rates depend greatly on the stage. So as a result it’s very
important to self-examine our skin, detect the newly emerging
lesions and the existing nevi on our skin in order to diagnose
the Melanomas earlier. Also another very important attitude is
to protect our skin from Ultraviolet-light especially in the
countries with excess sun exposure like our country; Turkey.
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