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Abstract

Introduction: Melanoma is a cancer arising from the malignant transformation of melanocytes. It is mostly seen in the skin, eyes, mucosal
membranes, and meninges. Melanoma is one of the fastest rising of all cancers in the world.

Methods: We retrospectively examined the medical records of adult patients who were diagnosed with melanoma between January 2005 and
December 2013 according to the Hospital-Based Cancer Registry (HBCR) of Hacettepe University Oncology Hospital.

Results: A total of 338 patients [193 (57.1%) men and 145 (42.9%) women] were included in the study. The male to female ratio was 1.3/1. The
mean age of patients was 55.2+15.2 years (minimum-maximum: 16-87 years). The rate of male patients was higher in patients with cutaneous and
uveal melanoma (respectively, 56.8% and 58.6%), whereas the rate of female patients was higher in patients with mucosal melanoma (female:
55.6% and male: 44.4%; respectively, p=0.746 and p=0.518). The median follow-up time was estimated to be 27.7 months (1-103 months). During
follow-up period, 127 (37.6%) patients died, and 16 (4.7%) patients were lost to follow-up. The median overall survival time was 76.3 months.
The 5-year survival rate was 53%. When all patients were evaluated according to melanoma subtypes, patients with melanoma of unknown primary
origin had the lowest median survival time (6.4 months).

Conclusions: It is necessary to increase the awareness of people about melanoma and to make physicians more sensitive about skin examination
in order to detect cutaneous melanomas in the early stages.

Keywords: Melanoma, demographic factors, pathology, survival

Oz

Giris: Melanom, normal melanositlerin malign transformasyonu ile olusan bir kanserdir. En fazla ciltte olmak {izere gbzde, mukozalarda ve
meninkslerde goriilmektedir. Melanom tiim kanserler arasinda siklig1 en fazla artan kanser tiirtidiir.

Yéntem: Hacettepe Universitesi Onkoloji Hastanesi'nin, Hastaneye Dayali Kanser Kayit Merkezine gére Ocak 2005- Aralik 2013 tarihleri arasinda
melanom tanisi alan yetigkin hastalarin tibbi kayitlarini retrospektif olarak inceledik.

Bulgular: Calismaya 193’1 (%57,1) erkek ve 145’1 (%42,9) kadin olmak iizere toplam 338 hasta alindi. Caligmaya alinan hastalarin, erkek/ kadin
orani 1.3/1 olarak bulundu. Hastalarin yas ortalamasi 55.2+15.2 idi (minimum ve maksimum: 16-87 yas). Cilt ve uveal melanomlu hastalarda
erkek cinsiyet daha fazla siklikta iken (%56,8 ve %58,6), mukozal melanomlu hastalar arasinda kadin cinsiyetin daha baskin oldugu bulundu
(kadimn: %55,6, erkek %44,4; sirasiyla p=0.746ve p=0.518). Calismaya alinan hastalarda ortanca izlem siiresi 27,7 ay (1-103 ay) olarak saptandi.
Bu siire i¢inde hastalarin 127’si (%37,6) kaybedildi, 16 hasta (%4,7) ise izlem-dis1 kald1. Ortanca genel sagkalim siiresi tiim melanomlu hastalar
icin 76,3 ay iken, 5 yillik sagkalim siiresi %53 olarak bulundu. Melanom tipine gore ayr1 ayr1 hastalar degerlendirildiginde, kokeni bilinmeyen
melanomlu olgularda ortanca sagkalim en kotii idi (6,4 ay).

Sonug: Kisilerin melanom konusunda farkindaliklarinin artirilmasi ve hekimlerin cilt muayenesi konusunda daha duyarli hale getirilmesi, kiitandz
melanomlarin erken evrelerde tespit edilebilmesi igin gereklidir.

Anahtar kelimeler: Melanom, demografik faktorler, patoloji, sagkalim
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Introduction

Melanoma is a cancer arising from the malignant transformation of melanocytes. It is mostly seen in the skin, eyes, mucosal membranes, and
meninges [1]. Melanoma is one of the fastest rising of all cancers in the world. The lifetime risk of developing melanoma in the American
population was 1/600 in 1965 and 1/150 in 1985. According to the data collected between 2004 and 2006, this risk was significantly increased to
1/37 in men and 1/56 in women [2]. Diagnosis, staging, treatment, and survival rate differ according to melanoma subtypes [3]. In the United
States (US), melanoma is the fifth most common cancer among men and the seventh most common cancer among women [4]. The median age of
melanoma diagnosis is 59, whereas 21% of melanoma patients are under 45 years of age at diagnosis [5]. While melanoma is the most common
cancer in American women aged 25-29 years, it ranks second after breast cancer in American women aged 30-34 years [2]. The true incidence of
melanoma has increased more rapidly when compared to incidence rates of other cancers.

Despite the fact that there has been an increase in the incidence of melanoma, melanoma treatments have improved significantly in recent years.
Both adjuvant treatments and BRAF/MEK inhibitors and anti-cytotoxic T-lymphocyte-associated antigen 4 (anti-CTLA-4)/ anti programmed cell
death 1 (anti-PD-1) antibodies used in the treatment of metastatic melanoma patients have reduced the risk of recurrence and improved survival.

In Turkey, the incidence of melanoma is lower. In parallel with this, there is not enough data for melanoma in our country [6]. In this study, we
aimed to retrospectively examine demographic, clinical and pathological data, treatment modalities, survival and factors affecting survival in
melanoma patients followed in our hospitals between 2005 and 2013.

Methods

We retrospectively examined the medical records of 338 adult patients who were diagnosed with melanoma between January 2005 and December
2013 according to the Hospital-Based Cancer Registry (HBCR) of Hacettepe University Oncology Hospital. Information on gender, age and date
of diagnosis, tumor localization, size and histological subtype, types of melanoma (cutaneous, mucosal, choroidal), Breslow depth, Clark level,
presence of spontaneous regression and ulceration, mitotic index, presence of satellite nodules and capsular invasion, BRAF mutation status,
nodal involvement, surgical margin, and Tumor, Nodes, Metastasis (TNM) stage were obtained from pathology reports and operation notes.
Metastatic sites detected at the time of diagnosis or at follow-up were recorded. We also recorded immunotherapy, targeted therapy and
chemotherapy regimens and their start and stop times, number of cycles, curative or palliative surgical procedures and their dates, and curative or
palliative radiotherapy and their dates.

Ethical Approval
Our study was approved by the Hacettepe University Non-Interventional Clinical Research Ethics Board (Decision Date: 24/1/2014 and Decision
No: GO 14/62).

Patient Evaluation

Treatment response assessment was made after 2-3 cycles of chemotherapy and at the end of chemotherapy by comparing imaging examinations
performed at baseline staging in patients treated with chemotherapy. The RECIST criteria version 1.1 [Complete Response (CR): disappearance
of all non-target lesions, Partial Response (PR): at least a 30% decrease in the sum of the diameters of target lesions, Progressive Disease (PD):
at least a 20% increase in the sum of the diameters of target lesions/appearance of new lesions, and Stable Disease (SD): it does not meet either
PR or PD criteria] were used for treatment response assessment. Clinical and laboratory parameters of patients were also monitored. Metastatic
patients treated with targeted therapy were followed up monthly until progression.

Statistical analysis

While continuous variables were expressed as meantstandard deviation or median (minimum-maximum), categorical variables were expressed
as number (n) and percentage (%). While the Student's t-test and analysis of variance (ANOVA) were used for comparing continuous variables
between two groups, the Pearson's chi-square test was used for comparing categorical variables between two groups. Overall survival was
estimated by the Kaplan-Meier method and compared by the Log-rank test. However, the Kaplan-Meier method was used to estimate the life
expectancy and 95% confidence interval for each risk factor. All statistical analyzes were performed as two-sided hypotheses with a 5%
significance level and a 95% confidence interval. A p-value less than 0.05 was considered statistically significant. Statistical analysis was
performed using SPSS 18.0 Statistical Package Program (SPSS Inc. Chicago, IL, USA).

Results

A total of 338 patients [193 (57.1%) men and 145 (42.9%) women] were included in the study. The male to female ratio was 1.3/1. The mean age
of patients was 55.2+15.2 years (minimum-maximum: 16-87 years). The mean age was similar for both men and women (p=0.652) but was
statistically significantly different according to melanoma subtypes (p=0.001). Patients with mucosal melanoma had a higher mean age than
patients with cutaneous and ocular melanoma (respectively, 68, 54 and 56 years).

The rate of male patients was higher in patients with cutaneous and uveal melanoma (respectively, 56.8% and 58.6%), whereas the rate of female
patients was higher in patients with mucosal melanoma (female: 55.6% and male: 44.4%; respectively, p=0.746 and p=0.518). The
sociodemographic and tumor characteristics of all patients included in the study are shown in Table 1.

All treatments administered to patients and their frequencies are shown in Table 2. In metastatic patients, the median number of cycles was 6 for
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primary-level palliative care, 4 for secondary-level palliative care, 3.5 for tertiary-level palliative care, and 5.5 for quaternary-level palliative care.
While 17 patients received ipilimumab therapy, 16 patients received vemurafenib therapy.

Table 1. Sociodemographic and tumor characteristics Table 2. All treatments administered to patients and their

frequencies

Vemurafenib-related side effects and their frequencies are shown in Table 3.

Table 3. Vemurafenib-related side effects and their frequencies

Survival Analysis

The median follow-up time was estimated to be 27.7 months (1-103 months). During follow-up period, 127 (37.6%) patients died, and 16 (4.7%)
patients were lost to follow-up. The median overall survival time was 76.3 months. The 5-year survival rate was 53%. When all patients were
evaluated according to melanoma subtypes, patients with melanoma of unknown primary origin had the lowest median survival time (6.4 months).
While the median survival time could not be determined in patients with choroidal melanoma, it was 61 months in patients with cutaneous
melanoma and 9.9 months in patients with mucosal melanoma. There was a statistically significant difference in the median survival time between

melanoma subtypes (p<0.001).
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The median survival time was also examined according to histological subtypes in patients with cutaneous melanoma. While the median survival
time could not be determined in patients with acral lentiginous melanoma (66.9 months), lentigo maligna melanoma (86.1 months) and superficial
spreading melanoma (0.1 months), it was 59.4 months in patients with nodular melanoma. It was 30.4 months in patients with cutaneous melanoma
of unknown primary origin. Tumor stage was determined to be a prognostic factor for survival in patients with cutaneous melanoma (p<0.001)
(Figure 1).

Similarly, the survival analysis was performed after patients with cutaneous melanoma were classified into 3 groups as lymph node negative,
lymph node positive, and distant metastasis. Accordingly, there was a statistically significant difference in the median survival time between these
groups (p<0.001). While the median survival time could not be determined in LN-negative patients, it was 43.3 months in LN-positive patients
and 16.2 months in patients with distant metastasis. Survival curves are shown in Figure 2.

Skin melanoma Skin melanoma
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Figure 2. Overall survival curves according to metastasis in patients
Figure 1. Overall survival curves according to stage in patients with with cutaneous melanoma
cutaneous melanoma Kaplan-Meier survival plot of overall survival according to
Kaplan-Meier survival plot of overall survival according to stage, metastasis, (p<0.001; log-rank test)

(p<0.001; log-rank test)

Discussion

In this study, we aimed to evaluate the clinical and pathological features of adult patients diagnosed with melanoma at Hacettepe University
Hospitals between 2005 and 2013. Our study revealed that the male to female ratio was 1.3/1 and that the mean age of patients was 55.2+15.2
years. The mean age for patients with cutaneous, mucosal, and choroidal melanoma was respectively 56, 68, and 54 years. Tas et al. determined
that the male to female ratio was 1.1/1 and that the median age of diagnosis was 50 years [7]. Chang et al. retrospectively analyzed the medical
records of 84,836 patients diagnosed with melanoma in the US between 1985 and 1994 in the National Cancer Database and reported that the
mean age of patients with cutaneous melanoma was 55.3 years and the male to female ratio was 1.19/1 [8]. The same study showed that patients
with mucosal melanoma were diagnosed at older age than patients with cutaneous melanoma (respectively, 67 and 55 years) [8]. The mean ages
of patients with all melanoma subtypes in our study were consistent with both the studies conducted in our country [7] and the US SEER data [8].

Our study revealed that the rate of male patients was higher in patients with cutaneous and uveal melanoma, whereas the rate of female patients
was higher in patients with mucosal melanoma. In consistent with our findings, the SEER database demonstrated that the incidence of cutaneous
and ocular melanomas was higher in male patients [8]. Male patients constituted 52% of ocular melanoma cases and 54.3% of cutaneous melanoma
cases. Female patients constituted 63.5% of mucosal melanoma cases. The main reason for this difference may be particularly related to the fact
that these types of melanoma are directly exposed to sunlight and that men are more exposed to sunlight in their business life than women.

Melanoma is a malignant tumor of melanocytes that arise from the neural crest and migrate to the epidermis, meninges, uveal tract, and ectodermal
mucosa. As a result, melanoma can occur in the skin, eyes, meninges, and all mucosal membranes. They were examined in different titles as
cutaneous, ocular and mucosal melanoma in our study since their treatment, staging and prognosis are different.

Our study revealed that 50% had cutaneous melanoma, 5.3% had mucosal melanoma, 42.9% had ocular melanoma, and 1.8% had melanoma of
unknown primary origin. In an epidemiological study conducted by Chang et al., they found that 91.2% had cutaneous melanoma, 5.3% had
ocular melanoma, 1.3% had mucosal melanoma, and 2.2% had melanoma of unknown primary origin [8]. In a single-center study retrospectively
examining cases diagnosed with melanoma between 1991 and 2010 in our country, it was determined that 68% had cutaneous melanoma, 12%
had mucosal melanoma, 14% had ocular melanoma, and 4% had melanoma of unknown primary origin [9]. Since the melanoma data from the
only two major centers in Turkey have been presented, the incidence rate of ocular melanoma cases seems to be higher than the incidence rates
reported in the literature. One of the main reasons for the higher incidence rate of ocular melanoma cases may be that surgeons experienced in
choroidal melanoma work in our hospital. Another reason may be that CyberKnife treatment, which has been increasingly used in the treatment
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of choroidal melanoma in recent years, exists in our hospital. However, the epidemiological data on the incidence of melanoma subtypes could
not be reached because the incidence of melanoma in our country is lower. Although several histological subtypes have been identified in the
classification of cutaneous melanomas, there are four major histological subtypes as indicated by studies [10]. The most common histological
subtype is superficial spreading melanoma (75%), followed by nodular melanoma (15-30%). Lentigo maligna melanoma (4-15%) and acral
lentiginous melanoma (2-8%) are more rarely observed [10-14]. In our study, the most common histological type was superficial spreading
melanoma (34.3%), followed by nodular melanoma (22.5%), acral lentiginous melanoma, and lentigo maligna melanoma (5.9%).

It is known that the anatomical origin of cutaneous melanomas is different in men and women. It is frequently derived from the trunk in men and
often occurs in the extremities in women. Axial melanomas have a poor prognosis [15]. Our study showed that the most common localizations
were the extremities (mostly the lower extremities), head-neck, and trunk, regardless of their gender distribution. Similarly to our results, Tas et
al. also reported that cutaneous melanomas were most commonly seen in the extremities with a rate of 43.4% [7].

In our study, when patients with cutaneous melanoma were evaluated at diagnosis, 23.6% had stage 1 melanoma, 39.3% had stage 2 melanoma,
20.0% had stage 3 melanoma, and 17.1% had stage 4 melanoma. The SEER database demonstrated that when 17,329 patients were evaluated at
diagnosis, 11.4% had stage 0 melanoma, 50.4% had stage 1 melanoma, 23.2% had stage 2 melanoma, 9.4% had stage 3 melanoma, and 5.5% had
stage 4 melanoma. Tas et al. reported that 63.4% had stage 1-2 melanoma, 24.6% had stage 3 melanoma, and 12% had stage 4 melanoma. Our
study showed that the number of patients admitted at localized stage was higher in accordance with the literature [7]. The number of patients
diagnosed at metastatic stage in Turkey was found to be approximately 2 times more when compared to the American data. The difference between
the countries can be attributed to the low awareness of skin cancer and the perception of nevus as a benign disease.

In our study, it was found that lesions were derived from the anal-rectal mucosa in 6 patients with mucosal melanoma and from the head-neck
mucosa in 12 patients with mucosal melanoma. Chang et al. found that mucosal melanoma was most commonly located in the head-neck mucosa
(53.9%), followed by the anal-rectal mucosa (23.7%) and the female genital mucosa (19.1%) [8]. Although there was no mucosal melanoma of
the female genital tract in our screening, other localizations were consistent with data reported in the literature. In another study from Turkey
examining 83 patients with mucosal melanoma, it was reported that that mucosal melanoma was most commonly located in the head-neck mucosa
(53%), followed by the gastrointestinal tract mucosa (37%) [9].

In our study, when all melanoma patients were examined together, it was found that the median overall survival time was 76.3 months and that
the 5-year survival rate was 53%. In a large study of Chang et al. using the US national records, the 5-year survival rate was estimated to be 78.8%
[8]. In our study, when the survival of melanoma patients was examined separately according to tumor localization, it was found that patients
with cutaneous melanoma had the second longest median survival time, whereas the median survival time could not be determined in patients
with choroidal melanoma. It was also shown that patients with mucosal melanoma and melanoma of unknown primary origin had the lowest
median survival times (less than one year). Our study revealed that there was a statistically significant difference in the median survival time
between melanoma subtypes. Similarly to our results, Tas et al. reported that the 5-year survival rate was highest for patients with ocular melanoma
(93.5%), followed by patients with cutaneous melanoma (50.5%), patients with mucosal melanoma, and patients with melanoma of unknown
primary origin [9]. The SEER database demonstrated that the 5-year survival rate was highest for patients with cutaneous melanoma (80.8%),
followed by patients with ocular melanoma (74.6%), patients with melanoma of unknown primary origin (29%), and patients with mucosal
melanoma (25%) [8].

When the data from the US and Turkey are evaluated together, it is seen that melanoma subtypes display different rankings in terms of survival
rate and that the survival rate of patients with cutaneous melanoma is lower in Turkey than in the US. This difference can be linked to the fact
that the rate of patients with cutaneous melanoma diagnosed at stage 3 and 4 in Turkey is almost twice higher than that of the US.

When cutaneous melanomas were examined in terms of survival rate, the survival rate was highest for patients with lentigo maligna melanoma,
followed by patients with superficial spreading melanoma, patients with acral lentiginous melanoma, and patients with nodular melanoma in
accordance with the literature. The survival rate was found to be the lowest in patients with cutaneous melanoma of unknown primary origin [8].
Histological subtype was determined to be a prognostic factor for survival in patients with cutaneous melanoma (p<0.001).

Charles M et al. examined data from approximately 40,000 patients in the AJCC melanoma database in order to revise the American Joint Cancer
Committee (AJCC) staging system for cutaneous melanoma in 2009 and found that tumor stage at the time of diagnosis was the most important
prognostic factor [16]. In our study, the survival analysis was performed after patients with cutaneous melanoma were classified into 3 groups as
lymph node negative, lymph node positive, and distant metastasis. Accordingly, there was a statistically significant difference in the median
survival time between these groups in accordance with the literature.

In our study, while the median survival time could not be determined in LN-negative patients, it was 43.3 months in LN-positive patients and
16.2 months in patients with distant metastasis. Tas et al. found that the median survival time was significantly lower in patients with stage IV
metastatic melanoma (9.9 months) [7]. The survival difference in metastatic melanoma patients between these two studies was thought to be due
to new drugs recently introduced for melanoma.

While enucleation is the only treatment option for choroidal melanomas until recent years, alternative treatment options are now preferred for
protecting the eyes and existing vision. Plaque or charged particle radiotherapy and Gamma Knife or Cyberknife radiosurgery can be performed
in selected cases. Cryotherapy, laser photocoagulation, transpupillary thermotherapy (TTT), local resection and less frequently photodynamic
therapy, monoclonal therapy are available as local treatment options for small tumors [17, 18]. Our study showed that the most common treatment
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option for choroidal melanoma was enucleation, followed by radiotherapy and TTT in accordance with the literature.

Choroidal melanomas differ from cutaneous melanomas both clinically and pathologically. Our study revealed that 24 patients with choroidal
melanoma had metastatic sites at the time of diagnosis or at follow-up. In the literature, it has been reported that the liver is the most common site
of metastasis in melanoma patients and that liver and other organ metastases are available together in approximately one third of patients [19].
Similarly, our study showed that the liver was the most common site of metastatic spread. It was found that one third of patients had liver and
other organ metastases in accordance with the literature.

Many treatments have been tried as adjuvant in high-risk cutaneous melanoma patients undergoing surgery, but only IFN treatment has been
shown to make contributions [20]. There were no BRAF inhibitors or immune checkpoint inhibitors in the adjuvant treatment of malignant
melanoma during the treatment period of the cases included in the study. A review of studies on adjuvant IFN therapy in different doses and
schemes demonstrated that IFN did not make a contribution to overall survival, whereas disease-free survival was increasingly extended especially
at higher doses [21]. In our study, adjuvant IFN therapy was used in 60 (35.5%) patients with cutaneous melanoma. High-dose IFN (20 MU/m?)
was administered in only 17.3% of 46 patients having dosage information from among these patients.

Many chemotherapeutics have been tried alone or combined with other agents in patients with metastatic cutaneous melanoma. Studies found that
the response rate and duration of response for dacarbazine, the only FDA approved chemotherapeutic agent for metastatic melanoma, were
respectively 8-20% and 4-6 months [22]. It has been reported that the results obtained with other chemotherapeutics are similar to those for single-
agent therapies [23-26]. Although the response rates to combination therapies are slightly higher, no significant difference has been shown in
overall survival between single-agent therapies and combination therapies [22]. The most commonly used chemotherapeutic agents in the world
are dacarbazine and its analogue temozolomide. In our study, the most commonly used chemotherapeutic agent was temozolomide with a rate of
73.1%.

While the BRAF mutation is positive in approximately 50% of cutaneous melanomas, the V600E mutation is the most common mutation [27]. A
phase 111 trial involving 675 patients with previously untreated, metastatic melanoma with the BRAF VV600E mutation revealed that overall and
progression-free survival rates were significantly higher in patients treated with vemurafenib than in patients treated with dacarbazine [28]. In our
center, we detected the BRAF mutation in 16 of 51 patients with cutaneous melanoma within the scope of the early access program and
administered vemurafenib to them [28]. Our patients received vemurafenib at different treatment steps. In the study conducted on indication, the
dose of vemurafenib had to be adjusted due to its side effects in 38% of patients. In our study, the dose of vemurafenib had to be reduced due to
fatigue in two patients and could not again be increased up to the recommended treatment dose (2x960 mg) [28]. In addition, the dose of
vemurafenib had to be reduced due to arthralgia in one patient and could again be increased up to the recommended treatment dose after
appropriate treatment. This patient did not complain again. In the study conducted on indication, the most common side effects were respectively
grade 2 or higher arthralgia (21%), rash (18%), and fatigue (13%) [28]. In our study, the most common side effects were respectively rash (8
patients, 50%), fatigue (8 patients, 50%), and arthralgia (6 patients, 37.5%). In the study conducted on indication, 8% of patients had
keratoacanthoma and 12% of patients had cutaneous squamous cell carcinoma [28]. In our study, only 1 (6.25%) patient had keratoacanthoma,
whereas none of our patients developed cutaneous squamous cell carcinoma.

Although the incidence rate of melanoma in Turkey is low and does not change over time, it is among the 10 most common types of cancers
diagnosed for both genders in developed countries [4, 29]. Interestingly, the US data have demonstrated that melanoma is the most rapidly
increasing cancer [2]. Although many theories have been developed to explain this increase, one of the most important factors is thought to be an
increasing tendency to bronze skin in the modern world. Both natural and non-natural (solarium etc.) methods are used for tanning. Both methods
are known to be important risk factors for melanoma [30-32]. Similar trends are also increasing in Turkey. It is thought that it is not wrong to
expect an increase in the incidence of melanoma in Turkey. For this reason, it will be appropriate to perform awareness-raising activities on
tanning.

Two studies on cutaneous melanoma in Turkey have shown that the rate of patients with stage 1V cutaneous melanoma in Turkey is twice higher
than that of the US. If melanomas can be diagnosed and treated in the early stages, more than 90% of them can be cured. However, the survival
rate is very low in the late stages despite promising improvements in the treatment.

In the light of these information, it is understood that it is necessary to increase the awareness of people about melanoma and to make physicians
more sensitive about skin examination in order to detect cutaneous melanomas in the early stages.

Conflict of interest: None
Financial support: None

Author Contributions Author Initials
SCD Study Conception and Design | MS, SK, IC
AD Acquisition of Data | MS
AID | Analysis and Interpretation of Data | MS
DM Drafting of Manuscript | MS, SK, IC
CR Critical Revision | MS, SK, IC

Prior publication: None

Fam Pract Palliat Care. 2021;6(2):98-104

e
103




Retrospective evaluation of malignant melanoma patients: A single-center experience

References

1. Lang P, Maize J, Rigel D, Friedman R, Dzubow L. Cancer of the skin. 2005.

2. Brochez L, Naeyaert J. Understanding the trends in melanoma incidence and mortality: where do we stand? Eur J Dermatol. 2000; 10 (1):71-
5. https://doi.org/10.1684/ejd.2020.3698

3. Garbe C, Peris K, Hauschild A, Saiag P, Middleton M, Spatz A, et al. Diagnosis and treatment of melanoma: European consensus-based
interdisciplinary guideline. Eur J Cancer. 2010; 46 (2):270-83. https://doi.org/10.1016/j.ejca.2009.10.032

4. Jemal A, Siegel R, Ward E, Hao Y, Xu J, Thun MJ. Cancer statistics, 2009. CA: a cancer journal for clinicians. 2009;59 (4):225-49.
https://doi.org/10.3322/caac.20006

5. Ries LA, Harkins D, Krapcho M, Mariotto A, Miller B, Feuer EJ, et al. SEER cancer statistics review, 1975-2003. 2006.

6. [Cancer Statistics Turkey, 2016] (in Turkish) Republic of Turkey Ministry of Health, Department of Cancer. Available at:
https://hsgm.saglik.gov.tr/depo/birimler/kanser-db/istatistik/Trkiye Kanser_statistikleri 2016.pdf. (Access Date: January 21, 2021)

7. TasF, Kurul S, Camlica H, Topuz E. Malignant melanoma in Turkey: a single institution's experience on 475 cases. Jpn J Clin Oncol. 2006;36
(12):794-9. https://doi.org/10.1093/jjco/hyl114

8. Chang AE, Karnell LH, Menck HR. The National Cancer Data Base report on cutaneous and noncutaneous melanoma: a summary of 84,836
cases from the past decade. Cancer: Interdisciplinary International Journal of the American Cancer Society. 1998;83 (8):1664-78.
https://doi.org/10.1002/(SICI1)1097-0142(19981015)83:8<1664::AID-CNCR23>3.0.C0O;2-G

9. TasF, Keskin S, Karadeniz A, Dagoglu N, Sen F, Kilic L, et al. Noncutaneous melanoma have distinct features from each other and cutaneous
melanoma. Oncology. 2011;81 (5-6):353-8. https://doi.org/10.1159/000334863

10. McGovern VJ, Mihm Jr MC, Bailly C, Booth JC, Clark Jr WH, Cochran AJ, et al. The classification of malignant melanoma and its histologic
reporting. Cancer. 1973;32 (6):1446-57. https://doi.org/10.1002/1097-0142(197312)32:6<1446::AID-CNCR2820320623>3.0.CO;2-8

11. Giles G, Staples M, McCredie M, Coates M. Multiple primary melanomas: an analysis of cancer registry data from Victoria and New South
Wales. Melanoma research. 1995;5 (6):433-8. https://www.ncbi.nlm.nih.gov/pubmed/8589618

12. Langley RG, Sober AJ. Clinical recognition of melanoma and its precursors. Hematol Oncol Clin N Am. 1998;12 (4):699-715.
https://doi.org/10.1016/S0889-8588(05)70019-8

13. Weinstock M, Sober A. The risk of progression of lentigo maligna to lentigo maligna melanoma. British Journal of Dermatology. 1987;116
(3):303-10. https://doi.org/10.1111/j.1365-2133.1987.th05843.x

14. Clark Jr WH, Mihm Jr MC. Lentigo maligna and lentigo-maligna melanoma. The American journal of pathology. 1969;55 (1):39.
https://www.ncbi.nlm.nih.gov/pubmed/5776171

15. Balch C, Karakousis C, Mettlin C, Natarajan N, Donegan W, Smart C, et al. Management of cutaneous melanoma in the United States.
Surgery, gynecology & obstetrics. 1984;158 (4):311-8. https://www.ncbi.nlm.nih.gov/pubmed/6710291

16. Balch CM, Gershenwald JE, Soong S-j, Thompson JF, Atkins MB, Byrd DR, et al. Final version of 2009 AJCC melanoma staging and
classification. J Clin Oncol. 2009;27 (36):6199. https://doi.org/10.1200/JC0.2009.23.4799

17. Bell DJ, Wilson MW. Choroidal melanoma: natural history and management options. Cancer Control. 2004;11 (5):296-303.
https://doi.org/10.1177/107327480401100503

18. Shields CL, Shields JA. Recent developments in the management of choroidal melanoma. Curr Opin Ophthalmol. 2004;15 (3):244-51.
https://doi.org/10.1097/01.icu.0000120713.35941.e4

19. Lee YTN. Malignant melanoma: pattern of metastasis. CA: a cancer journal for clinicians. 1980;30 (3):137-42.
https://doi.org/10.3322/canjclin.30.3.137

20. Piotrowski W, Brock M, Klinger M. CNS Metastases Neurosurgery in the Aged: Proceedings of the 34th Annual Meeting of the Deutsche
Gesellschaft fiir Neurochirurgie, Mannheim, April 27-30, 1983: Springer Science & Business Media; 2012. https://doi.org/10.1007/978-3-
642-69360-1

21. Kirkwood JM, Manola J, Ibrahim J, Sondak V, Ernstoff MS, Rao U. A pooled analysis of eastern cooperative oncology group and intergroup
trials of adjuvant high-dose interferon for melanoma. Clin Cancer Res. 2004;10 (5):1670-7. https://doi.org/10.1158/1078-0432.CCR-1103-3

22. Chapman PB, Einhorn LH, Meyers ML, Saxman S, Destro AN, Panageas KS, et al. Phase 111 multicenter randomized trial of the Dartmouth
regimen  versus dacarbazine in  patients with  metastatic melanoma. J Clin  Oncology. 1999;17  (9):2745.
https://doi.org/10.1200/JC0.1999.17.9.2745

23. Auvril MF, Aamdal S, Grob J, Hauschild A, Mohr P, Bonerandi J, et al. Fotemustine compared with dacarbazine in patients with disseminated
malignant melanoma: a phase 111 study. J Clin Oncology. 2004;22 (6):1118-25. https://doi.org/10.1200/JC0O.2004.04.165

24. Glover D, Glick JH, Weiler C, Fox K, Guerry D. WR-2721 and high-dose cisplatin: an active combination in the treatment of metastatic
melanoma. J Clin Oncology. 1987;5 (4):574-8. https://doi.org/10.1200/JC0.1987.5.4.574

25. Quagliana JM, Stephens R, Baker L, Costanzi J. Vindesine in patients with metastatic malignant melanoma: a Southwest Oncology Group
study. J Clin Oncology. 1984;2 (4):316-9. https://doi.org/10.1200/JC0.1984.2.4.316

26. Aamdal S, Wolff |, Kaplan S, Paridaens R, Kerger J, Schachter J, et al. Docetaxel (Taxotere) in advanced malignant melanoma: a phase 11
study of the EORTC Early Clinical Trials Group. Eur J Cancer. 1994;30 (8):1061-4. https://doi.org/10.1016/0959-8049(94)90456-1

27. Dhomen N, Marais R. New insight into BRAF mutations in cancer. Current opinion in genetics & development. 2007;17 (1):31-9.
https://doi.org/10.1016/j.gde.2006.12.005

28. Chapman PB, Hauschild A, Robert C, Haanen JB, Ascierto P, Larkin J, et al. Improved survival with vemurafenib in melanoma with BRAF
V600E mutation. N Engl J Med. 2011;364 (26):2507-16. https://doi.org/10.1056/NEJM0a1103782

29. [Cancer Statistics Turkey, 2008] (in Turkish). Republic of Turkey Ministry of Health, Department of Cancer. Available at:
https://hsgm.saglik.gov.tr/depo/birimler/kanser-db/istatistik/2009kanseraporu-1.pdf (Access Date: March 01, 2015)

30. Elwood JM, Jopson J. Melanoma and sun exposure: an overview of published studies. Int. J. Cancer. 1997;73 (2):198-203.
https://doi.org/10.1002/(SICI1)1097-0215(19971009)73:2<198::AID-1JC6>3.0.CO;2-R

31. Nelemans PJ, Groenendal H, Kiemeney L, Rampen F, Ruiter DJ, Verbeek A. Effect of intermittent exposure to sunlight on melanoma risk
among indoor workers and  sun-sensitive individuals.  Environmental  health  perspectives.  1993;101  (3):252.
https://doi.org/10.1289/ehp.93101252

32. The International Agency for Research on Cancer Working Group on artificial ultraviolet (UV) light and skin cancer. The association of use

of sunbeds with cutaneous malignant melanoma and other skin cancers: a systematic review. Int. J. Cance. 2007;120 (5):1116-22.
https://doi.org/10.1002/ijc.22453

Fam Pract Palliat Care. 2021;6(2):98-104

e
104



https://doi.org/10.1684/ejd.2020.3698
https://doi.org/10.1016/j.ejca.2009.10.032
https://doi.org/10.3322/caac.20006
https://hsgm.saglik.gov.tr/depo/birimler/kanser-db/istatistik/Trkiye_Kanser_statistikleri_2016.pdf
https://doi.org/10.1093/jjco/hyl114
https://doi.org/10.1002/(SICI)1097-0142(19981015)83:8%3c1664::AID-CNCR23%3e3.0.CO;2-G
https://doi.org/10.1159/000334863
https://doi.org/10.1002/1097-0142(197312)32:6%3c1446::AID-CNCR2820320623%3e3.0.CO;2-8
https://www.ncbi.nlm.nih.gov/pubmed/8589618
https://doi.org/10.1016/S0889-8588(05)70019-8
https://doi.org/10.1111/j.1365-2133.1987.tb05843.x
https://www.ncbi.nlm.nih.gov/pubmed/5776171
https://www.ncbi.nlm.nih.gov/pubmed/6710291
https://doi.org/10.1200/JCO.2009.23.4799
https://doi.org/10.1177/107327480401100503
https://doi.org/10.1097/01.icu.0000120713.35941.e4
https://doi.org/10.3322/canjclin.30.3.137
https://doi.org/10.1007/978-3-642-69360-1
https://doi.org/10.1007/978-3-642-69360-1
https://doi.org/10.1158/1078-0432.CCR-1103-3
https://doi.org/10.1200/JCO.1999.17.9.2745
https://doi.org/10.1200/JCO.2004.04.165
https://doi.org/10.1200/JCO.1987.5.4.574
https://doi.org/10.1200/JCO.1984.2.4.316
https://doi.org/10.1016/0959-8049(94)90456-1
https://doi.org/10.1016/j.gde.2006.12.005
https://doi.org/10.1056/NEJMoa1103782
https://hsgm.saglik.gov.tr/depo/birimler/kanser-db/istatistik/2009kanseraporu-1.pdf
https://doi.org/10.1002/(SICI)1097-0215(19971009)73:2%3c198::AID-IJC6%3e3.0.CO;2-R
https://doi.org/10.1289/ehp.93101252
https://doi.org/10.1002/ijc.22453

