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Abstract: Melanoma is a serious form of skin cancer it is a disease in which malignant (cancer) cells form 

melanocytes (cells that color the skin). This review was aimed to overview the malignant melanoma from different 

perspectives, we intended to discuss the bases and etiology behind melanoma forming, but the main aim was to 

evaluate the treatment options of malignant melanoma. An electronic database (PubMed/Midline, and Embase) 

were comprehensively searched for relevant articles there were published in English language and containing 

human subjects only up to December 2016. we used a following term as Mesh term to find related trails to our 

study; “malignant melanoma” Or „skin cancer” Or” metastatic melanoma” combined with “management” Or 

“treatment approaches”, Moreover we searched the references of each identified study for more related articles to 

support our evidence on treatment approaches of malignant melanoma. Treatment of melanoma malignancy 

remains an obstacle. Identifying the mutations in the various paths that cancer malignancy patients have obtained 

would enable the ongoing advancement of more efficacious treatments that aim to prevent drug resistance and 

cancer recurrence. The convergence of immunology with other disciplines of biomedical research would lead to 

additional improvement in the advancement of more recent and more efficacious restorative approaches to 

manage this debilitating and fatal disease While surgical treatment and radiation therapy might play a role in the 

palliation of signs from local tumor growth, systemic treatment is the essential of treatment for metastatic cancer 

malignancy. 

Keywords: malignant (cancer) cells, Treatment Approaches. 

1. INTRODUCTION 

Melanoma is a serious form of skin cancer it is a disease in which malignant (cancer) cells form melanocytes (Figure1) 

(cells that color the skin) 
(1)

. Melanoma is the 6th most common cancer in the United States, and the variety of melanoma 

cases diagnosed every year is increasing quicker than for any other cancer 
(2)

. Over the past decades the occurrence of 

deadly melanoma tends to be increasing 
(2,3)

. Inning accordance with the data supplied by the WHO about 132,000 cancer 

malignancy skin cancers are being identified each year internationally 
(3)

. Cancer malignancy has been reported as the 

seventh and fifth most typical cancer type in the United States in females and men, respectively, leaving out basal cell and 

squamous-cell skin cancer as well as in situ cancer other than urinary bladder cancer 
(4)

. As it is estimated by the National 

Cancer Institute about 73,870 brand-new cases of melanoma (42,670 in males and 31,200 in women) will be detected in 

2015 in the United States and the variety of deaths from the disease will reach 9940 
(4)

. The occurrence of cancer 

malignancy in addition varies by ethnic group. It represents 1 (per 100,000) in black people, 4 in Hispanics, and 25 in 

non-Hispanic whites every year 
(4,5)

. 
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Ultraviolet Radiation (UV) direct exposure has been linked as a major cause in the etiology of malignant melanoma 
(6)

. 

However, acral lentiginous cancer malignancy (ALM) and mucosal cancer malignancy, which are more typical in Asia, 

are usually not a result of direct exposure to ultraviolet irradiation. The etiology is yet to be identified. In an 

epidemiologic study of ALM from Australia, an increased risk was connected with permeating injury of the feet or hands 

(relative risk [RR], 5.0) and with heavy direct exposure to agrichemicals (RR, 3.6) 
(7)

. 

Surgery is the conclusive treatment for early-stage melanoma. Wide regional excision with sentinel lymph node biopsy 

and/or elective lymph node dissection (LND) is considered the essential of treatment for patients with main melanoma. In 

patients with solitary or acutely symptomatic brain metastases, surgical management might ease signs and provide local 

control of disease 
(8)

. 

 

Figure1: Anatomy of the skin, showing the epidermis, dermis, and subcutaneous tissue. Melanocytes are in the layer of basal 

cells at the deepest part of the epidermis. (6) 

AIM of study: 

This review was aimed to overview the malignant melanoma from different perspectives, we intended to discuss the bases 

and etiology behind melanoma forming, but the main aim was to evaluate the treatment options of malignant melanoma. 

2. METHODS 

An electronic database (PubMed/Midline, and Embase) were comprehensively searched for relevant articles there were 

published in English language and containing human subjects only up to December 2016. we used a following term as 

Mesh term to find related trails to our study; “malignant melanoma” Or „skin cancer” Or” metastatic melanoma” 

combined with “management” Or “treatment approaches”, Moreover we searched the references of each identified study 

for more related articles to support our evidence on treatment approaches of malignant melanoma. 

3. RESULTS & DISCUSSION 

 Classification and Staging of Malignant melanoma (MM):  

There are four significant kinds of cancer malignancy including (i) shallow spreading, (ii) nodular, (iii) lentigo maligna 

and (iv) acral lentiginous cancer malignancies. Of these, the shallow spreading type remains the most common and 

represent about 70% of melanomas followed by nodular kind that represents about 15 - 30% of melanoma cases. The 

lentigo maligna and acral lentiginous kinds represent less than 10% of melanoma cases 
(9,10)

. In terms of staging, four 

systems are followed consisting of (i) the Clark scale (Figure 2), (ii) the Breslow scale, (iii) TNM staging and (iv) 

Number phases. The Clark scale examines the depth of sore in terms of it impacting different skin layers. The Breslow 
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scale evaluates regarding how thick the cancer malignancy is in the skin. The TNM (Tumor, Node, Metastases) staging is 

based on density of the sore and assessment of its infect lymph nodes and various tissues in the body and is also used for 

medical staging per the American Joint Committee on Cancer (AJCC). The number staging system (Stage 0 to Stage 4) 

couples details on depth of the sore and the TNM staging. For instance, Stage 0 suggests that the sore is restricted to 

epidermis (in situ) without spread to much deeper layers such as dermis whereas Stage 4, the other extreme, indicates 

infect lymph nodes and metastases to remote parts of the body such as brain, liver or lung 
(9,11)

. 

 

Figure1: Clark scale for melanoma (9) 

 Diagnosis of MM: 

Diagnosis of cancer malignancy can be accomplished through clinician evaluation of the skin lesion with the unaided eye. 

Clinicians often examine lesions based upon the "ABCDE rule" that is implied to indicate A: asymmetry, B: irregular 

border, C: color variations, D: diameter > 6 mm, and E: raised surface 
(9,12,13)

. Nevertheless, medical diagnosis with the 

unaided eye is not always precise as seen in the approximately 80% precise diagnosis rate demonstrated among skin 

specialists, and around 30% rate for non-dermatological professionals 
(12)

. Detection procedures have actually ended up 

being more technical with time in order to enhance efficacy and restrict the number of false negative cases that would 

allow undiscovered melanoma to establish to unsafe phases. Making use of a skin surface area microscopic lense or a 

dermoscope enables enhanced visualization of the sore 
(14,15)

. Advancement of sophisticated digital systems have enabled 

the development of an automated cancer malignancy medical diagnosis system called MEDS, which integrates several 

category algorithms and uses them to evaluate various measurements and characteristics of the patient sore to produce 

effective diagnoses 
(12)

. Research study in cancer malignancy diagnostics has likewise concentrated on spotting 

melanoma-specific biological markers that may help predict the course of the disease. Assaying the blood of melanoma 

patients who had actually been considered cancer complimentary for melanoma cells and other mRNA markers helps 

anticipate the possibility that the patient will experience remission of metastatic melanoma 
(16)

. 

 Role of Ultraviolet Radiation (UV) as an etiology of Malignant melanoma:  

Epidemiological studies have actually done much to clarify the possible causes of deadly melanoma. Research studies 

have actually shown that a major risk factor for melanoma advancement is exposure to Ultraviolet (UV) radiation direct 

exposure. Several blistering sunburn during childhood or adolescence more than doubles the risk for melanoma in later 

life 
(17)

. This recommends that UV exposure plays an essential function in melanoma tumorigenesis. Additional 

experiments have actually revealed that UV radiation often leads to DNA mutations, such as the formation of pyrimidine 

dimers or deamination of cytosine into thymidine 
(18,19)

. Cutaneous cancer malignancy samples demonstrate a high base 

anomaly rate that goes beyond that of nearly every other type of solid cancer, which might be attributed to the 

effectiveness of UV mutagenic impacts 
(20,21)

. Individuals who have history of familial melanoma, which contributes to 8-- 

12% of cancer malignancy cases, show a high level of sensitivity to UV radiation 
(22,23)

. These people are more likely to 

develop melanoma earlier in age and to develop several melanoma sores 
(24)

. 

 Treatment of Malignant melanoma: 

One potential advance 
(25)

 that showed a great deal of pledge in the preclinical, and now in the clinical setting, is the 

targeting of the BRAF kinase in cancer malignancy. Vemurafenib and dabrafenib are BRAF kinase inhibitors available in 
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the United States. Trametinib, a mitogen-activated extracellular signal managed kinase (MEK) inhibitor, is likewise FDA-

approved. 

BRAF Inhibitors: 

A. Vemurafenib: 

The discovery of the anomalies worrying BRAF enabled us to present the inhibitors of the mutant BRAF kinases. The 

representative that must be considered a substantial advancement is certainly vemurafenib, an extremely particular 

inhibitor of the BRAF kinase that harbours the mutation V600. Numerous efforts to prevent the BRAF kinases had been 

performed before the discovery of vemurafenib, especially using sorafenib, the nonspecific BRAF inhibitors, but they all 

ended up being a failure eventually due to the insufficient scientific activity or the barely acceptable unfavorable effects 

of the drug. The scientific trials of vemurafenib began in 2008 but shortly after, in 2011, it was authorized by the FDA to 

deal with unresectable or late-stage melanoma 
(25)

. Prior to vemurafenib was introduced, dacarbazine was the drug of 

choice for metastatic cancer malignancy, in spite of its low medical activity and poor action rates ranging from 11 to 25% 

and typical survival time of 4, 5 to 6 months 
(26)

. The study that contributed most to the development of vemurafenib as 

the treatment for patients with metastatic melanoma was BRIM. In phase I (BRIM-1) patients with innovative tumors, the 

majority of whom had metastatic cancer malignancy with BRAF V600E mutation (89%), went through treatment with 

vemurafenib. The trial included two stages where patients were grouped into the dose-escalation mate and the dose-

expansion associate. Being given the dose up to 720 mg two times daily, the patients did not develop dose-limiting 

toxicities. However, unfavorable effects such as arthralgia, queasiness, tiredness, rash, and photosensitivity were observed 

quite frequently. Among the patients in the dose-escalation group about 69% (11 from 16 who harbored V600E anomaly) 

experienced a response, whereas in the dose-expansion group 26 from 32 patients with cancer malignancy with V600E 

anomaly fulfilled the requirements for ORR (overall reaction rate) on the dose of 960 mg two times daily. The PFS 

(progression-free survival) in dose-escalation accomplice reached more than 7 months while the average survival had to 

do with 13.8 months 
(25)

. 

B. Dabrafenib: 

Another BRAF inhibitor utilized for treatment of melanoma is dabrafenib. In the United States it was approved by the 

FDA in 2013 as a single-agent treatment for unresectable or metastatic melanoma with BRAF V600E mutation 
(28,29)

. 

Dabrafenib is thought about as a next generation agent and has a mechanism of action just like that of vemurafenib. A 

phase III (BREAK-3) trial compared dabrafenib and dacarbazine in BRAF
V600E

-positive unresectable or metastatic (stage 

III or IV) formerly neglected melanomas. Dabrafenib was provided at 150 mg BID orally and dacarbazine at 1000 mg/m2 

IV every three weeks. The trial enrolled 250 patients and the outcomes prosecuted dabrafenib to have appropriate safety 

profile and showed improvement in PFS over dacarbazine. The FDA authorized dabrafenib in 2013 for BRAF
V600

-

positive unresectable or metastatic cancer malignancies and the suggested dose is 150 mg BID orally. Dabrafenib is 

contraindicated in cancer malignancy harboring wild type BRAF. The most typical negative effects consist of 

hyperkeratosis, headache, pyrexia, arthralgia, papilloma, alopecia, and palmar-plantar erhthrodysesthesia syndrome. The 

major negative events consist of the development of new primary squamous cell cancer, cancer malignancies, and 

keratoacanthomas, febrile drug responses, hyperglycemia, and uveitis, iritis 
(30,31)

. 

MEK inhibitors: 

A. Trametinib: 

Trametinib, an extremely selective MEK1/2 inhibitor, was authorized by the FDA on May 29, 2013, as a first-line 

treatment for patients with unresectable or metastatic melanoma with V600E/K anomaly. The approval was based upon 

stage III multinational, randomized trial METRIC 
(31,32)

. The research study measured the efficacy of trametinib in 

comparison to chemotherapy. The main endpoint of the research study was PFS in patients with BRAF V600E-mutant 

melanoma with no prior brain metastases. Secondary endpoints consisted of ORR, OS, and security profile of the drug. In 

general, 322 patients with BRAF V600 E/K anomaly were randomized into trametinib arm and chemotherapy 

(dacarbazine or paclitaxel) arm in a 2: 1 manner. A total number of 273 patients were BRAF V600E positive without any 

history of brain metastases. The research study showed obvious enhancement in PFS in the group of trametinib when 

compared with the chemotherapy group (4.8 months versus 1.4 months, resp.). The validated ORR was 24% for 

trametinib and 7% for chemotherapy. Risk ratio (HR) for interim OS was 0.53 (95% CI, 0.30-- 0.94, ) in favor of 

trametinib group. The patients were permitted to cross over from chemotherapy group to trametinib group after 
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verification of the disease progression (PD). The most commonly observed negative events during the treatment consisted 

of rash, diarrhea, edema, high blood pressure, and fatigue. The events typical of MEK inhibitors that could be seen were 

chorioretinopathy (<1%) and the decrease of ejection portion (7%). On the basis of the METRIC research study, treatment 

with trametinib is related to longer PFS when compared to chemotherapy (dacarbazine or paclitaxel) in patients with 

BRAF V600 E/K mutant cancer malignancy 
(33)

. 

B. Selumetinib: 

Selumetinib, a highly selective MEK 1/2 inhibitor, has actually been checked in order to evaluate its effectiveness and 

security profile in many research studies connected with various kinds of tumors. The combinations of selumetinib and 

various chemotherapeutic representatives including irinotecan, doxorubicin, docetaxel, and temozolomide showed the 

enhanced activity against tumor cells in malignancies such as BRAF-mutant melanoma, non-small-cell lung cancer, 

pancreatic cancer, or hepatocellular carcinoma 
(34,35,36,37)

. The research study comparing selumetinib and temozolomide 

was carried out on patients with innovative mucosal or uveal cancer malignancy, despite the status of BRAF mutations. In 

general, 200 patients were enrolled in phase II of the study. They were randomized into selumetinib group, where they 

were administered the medicament in dosage 100 mg two times day-to-day and temozolomide group, where they were 

offered temozolomide 200 mg/m2 daily for 5 days every 28 days 
(38)

. The crossover from temozolomide to selumetinib 

was allowed case of disease development. The outcomes of the study showed the equivalent progression-free survival in 

both groups of 78 and 80 days for selumetinib and temozolomide, respectively (HR 1.07; 80% CI: 0.86 - 1.32). 

Additionally, there was no significant distinction in PFS between 2 subgroups of BRAF- and/or NRAS-mutants. Partial 

reactions were observed in 5.8% in selumetinib and 9.4% in temozolomide group. As for patients with BRAF anomalies, 

unbiased reactions did not differ noticeably in between selumetinib and temozolomide arms (11.1% and 10.7%, resp.) 
(38)

. 

Another phase II randomized trial was conducted to compare the results of treatment with mixes of dacarbazine plus 

selumetinib and dacarbazine plus placebo. In general, 91 formerly without treatment patients with innovative cancer 

malignancy were registered. The crossover from one group to another in case of disease development was not enabled 

throughout the research study. Median OS was 13.9 months in the selumetinib plus dacarbazine group and 10.5 months in 

the placebo plus dacarbazine group (HR 0.93; 80% CI: 0.67 - 1.28;). When compared to placebo and dacarbazine, the 

results of the study showed there was no enhancement in survival after the addition of selumetinib to dacarbazine. In spite 

of the information mentioned above, PFS was significantly longer in selumetinib plus dacarbazine group than in placebo 

plus dacarbazine group (5.6 months (80% CI: 4.9 - 5.9) versus 3.0 months (2.8 - 4.6), resp.) 
(39)

. 

Another study reported the outcomes also of a phase III trial that compared vemurafenib and cobimetinib combination 

with vemurafenib and placebo group. Much like trametinib, cobimetinib is a MEK inhibitor. It was noted that the mix of 

vemurafenib and cobimetinib enhanced substantially the PFS in metastatic cancer malignancy harboring BRAFV600 

anomaly 
(40)

. Based upon these research studies, it is therefore, logical to think that the mix of BRAF and MEK inhibitors 

would appear to be superior to monotherapy moving forward (Figure 3) 
(41)

. 

 

Figure 3: BRAF activation signaling events. Vemurafenib and dabrafenib inhibit BRAFV600 mutant form, whereas trametinib 

and cobimetinib inhibit MEK (41) 
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 Surgical procedures in the management Malignant melanoma: 

Wide Margin Resection: 

The dogma of large excision of ≥ 5 cm lost its rationale when Breslow showed that prognosis correlated with density of 

the main cancer malignancy. The idea of the need of a 5 cm margin was challenged and assessed in a variety of phase-III-

trials. 3 trials were carried out in patients with thin melanomas < 2 mm. In the French Trial 
(42)

 (319 patients) and the 

Scandinavian Trial 
(43)

 (769 patients) patients were randomized to go through an excision with margins of 2 vs. 5 cm, 

while in the WHO-Melanoma Program Trial 
(44,45)

 (623 patients) margins were 1 cm vs. 3 cm. The Intergroup Trial in the 

USA 
(46,47)

 (486 patients) compared different margins (2 vs. 4 cm) in the management of thicker melanomas (1- 4 mm 

melanomas). (Table 1) shows that trials had really comparable results: regional recurrence rates, diseasefree survival 

(DFS) and general survival (OS) were essentially identical in the narrow excision and the large excision arm in all 4 trials. 

The conclusion from these trials is that a 1 cm margin suffices for melanomas < 2 mm which a margin of 2 cm is adequate 

for cancer malignancies 1- 4 mm. A nonrandomized research study based upon 278 cases 
(48)

 demonstrated a lack of 

impact of wider than 2 cm excision margins on the regional reoccurrence rate, DFS and OS in patients with cancer 

malignancies thicker than 2 mm. Taken together it shows that a 2 cm margin can be thought about adequate for all 

melanomas thicker than 2 mm. This means that essentially all melanomas at any site can be dealt with by excision and 

main closure. 

Table 1: Surgical margins and outcome in primary melanoma (44-48) 

Study                              (Ref) Margin # Pts NE WE NE WE AT 

   LR LR OS OS YRS 

Melanomas < 2 mm        

WHO-10                          
(44,45)

 1 vs. 3 623 2.5% 1.0% 87% 87% 10 yrs 

French Trial                      
(42)

 2 vs. 5 319 - - 93% 90% 4 yrs 

Scandinavian                    
(43)

 2 vs. 5 769 0.8% 1.0% 90% 93% 5 yrs 

Melanomas 1–4 mm        

Intergroup Trial                
(46)

 2 vs. 4 486 0.8% 1.7% 80% 82% 6 yrs 

Update                              
(47)

 2 vs. 4 470 2.1% 2.6% ns ns 8 yrs 

Melanomas > 2 mm        

Nonrandomized Study     
(48)

 < 2 vs. 3–5 278 8% 16% 58% 50% 5 yrs 
 

Ref = reference; Pts = patients; NE = narrow excision; WE = wide excision;  

LR = local recurrence; OS = overall survival; yrs =years. 

Elective lymph node dissection: 

Elective lymph node dissection (ELND) has been practiced commonly based upon the hypothesis that micrometastases 

from the main cancer malignancy share sequentially from the main tumor to local lymph nodes then to far-off sites. As in 

breast cancer lymphatic and haematogenic spread occur typically concurrently and it is for that reason unlikely that 

removal of lymph nodes including micrometastases changes the prognosis as most often prevalent micrometastatic 

disease exists. Retrospective research studies using historical controls (choice predisposition, phase migration) normally 

demonstrated a survival advantage in patients dealt with by ELND however 3 big studies making up some 10,000 

patients, that did not compare outcomes between different period and lacked these pit falls failed to reveal an overall 

benefit for ELND (49,50) Thusfar 4 randomized phase-III-trials have actually been carried out. These trials have actually 

cannot show a substantial effect of ELND on general survival. In the first 2 trials, the big WHO-1 Trial 
(51,52)

 and in the 

much smaller Mayo Clinic‟s Trial 
(53,54)

 no benefit was observed for ELND. Patients with microscopically included lymph 

nodes in the ELND arm did not fare much better than the patients who underwent a delayed lymph node dissection for 

scientifically positive nodes. The overall outcome of the USA Intergroup trial in patients with intermediate primaries of 1- 

4 mm density was likewise unfavorable 
(55)

. 
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4. CONCLUSION 

Treatment of melanoma malignancy remains an obstacle. Identifying the mutations in the various paths that cancer 

malignancy patients have obtained would enable the ongoing advancement of more efficacious treatments that aim to 

prevent drug resistance and cancer recurrence. The convergence of immunology with other disciplines of biomedical 

research would lead to additional improvement in the advancement of more recent and more efficacious restorative 

approaches to manage this debilitating and fatal disease While surgical treatment and radiation therapy might play a role 

in the palliation of signs from local tumor growth, systemic treatment is the essential of treatment for metastatic cancer 

malignancy. elective lymph node dissections and prophylactive separated limb perfusions, bring no survival advantage in 

comparison to restricting the surgery of the primary melanoma to an excision with a fairly narrow margin of maximally 2 

cm and main closure. The prognosis of patients with main melanomas depends upon the presence or absence of systemic 

micrometastatic disease. This cannot be altered by extended locoregional surgical procedures. 

REFERENCES 

[1] Mun G-H. Management of Malignant Melanoma. Archives of Plastic Surgery. 2012;39(5):565-574. 

doi:10.5999/aps.2012.39.5.565. 

[2] C.E.DeSantis,C.C.Lin,A.B.Mariottoetal.,“Cancertreatment and survivorship statistics, 2014,” CA: A Cancer Journal 

for Clinicians, vol. 64, no. 4, pp. 252–271, 2014.  

[3] WHO, Ultraviolet Radiation and the INTERSUN Programme, WHO, 2009.  

[4] American Cancer Society, Cancer Fact and Figures 2015, Amer- ican Cancer Society, 2015.  

[5] N. Howlader, A. M. Noone, M. Krapcho et al., SEER Cancer Statistics Review, 1975–2010, National Cancer 

Institute, 2013.  

[6] Lea CS, Scotto JA, Buffler PA, et al. Ambient UVB and melanoma risk in the United States: a case-control analysis. 

Ann Epidemiol. 2007;17:447–453.  

[7] Green A, McCredie M, MacKie R, et al. A case-control study of melanomas of the soles and palms (Australia and 

Scotland) Cancer Causes Control. 1999;10:21–25. 

[8] McWilliams RR, Rao RD, Buckner JC, Link MJ, Markovic S, Brown PD. Melanoma-induced brain 

metastases. Expert Rev Anticancer Ther. 2008 May. 8(5):743-55. 

[9] Heistein JB. Melanoma [Internet] Medscape. [updated 2014 Sept 5; cited 2016 Dec 29]. Available from: 

http://emedicine.medscape.com/article/1295718-overview#aw2aab6b2. 

[10] Cutaneous Melanoma, or Melanoma of the Skin. Washington, DC: Melanoma Research Foundation; [Internet] 

[updated 2014 Dec 29; cited 2016 Dec 29]. Available from: http://www.melanoma.org/understand-melanoma/what-

is-melanoma/cutaneous-melanoma. 

[11] Stages of Melanoma. London, England: Cancer Research UK; [Internet] [updated 2014 Jan 17; cited 2016 Dec 29]. 

Available from: http://www.cancerresearchuk.org/about-cancer/type/melanoma/treatment/stages-of-melanoma. 

[12] Sboner A, Eccher C, Blanzieri E, et al. A multiple classifier system for early melanoma diagnosis. Artif Intell Med. 

2003;27:29–44. 

[13] Rigel DS, Friedman RJ, Kopf AW, Polsky D. ABCDE--an evolving concept in the early detection of melanoma. 

Arch Dermatol. 2005;141:1032–4.  

[14] Kittler H, Pehamberger H, Wolff K, Binder M. Diagnostic accuracy of dermoscopy. Lancet Oncol. 2002;3:159–65.  

[15] Westerhoff K, McCarthy WH, Menzies SW. Increase in the sensitivity for melanoma diagnosis by primary care 

physicians using skin surface microscopy. Br J Dermatol. 2000;143:1016–20.  

[16] Hoon DS, Bostick P, Kuo C, et al. Molecular markers in blood as surrogate prognostic indicators of melanoma 

recurrence. Cancer Res. 2000;60:2253–7. 

[17] Weinstock MA, Colditz GA, Willett WC, et al. Nonfamilial cutaneous melanoma incidence in women associated 

with sun exposure before 20 years of age. Pediatrics. 1989;84:199–204.  

http://emedicine.medscape.com/article/1295718-overview#aw2aab6b2
http://www.melanoma.org/understand-melanoma/what-is-melanoma/cutaneous-melanoma
http://www.melanoma.org/understand-melanoma/what-is-melanoma/cutaneous-melanoma
http://www.cancerresearchuk.org/about-cancer/type/melanoma/treatment/stages-of-melanoma


International Journal of Healthcare Sciences    ISSN 2348-5728 (Online) 
Vol. 4, Issue 2, pp: (911-919), Month: October 2016 - March 2017, Available at: www.researchpublish.com 

 

   Page | 918  
Research Publish Journals 

[18] Ikehata H, Ono T. The mechanisms of UV mutagenesis. J Radiat Res. 2011;52:115–25.  

[19] Agar N, Young AR. Melanogenesis: A photoprotective response to DNA damage? Mutat Res. 2005;571:121–32.  

[20] Berger MF, Hodis E, Heffernan TP, et al. Melanoma genome sequencing reveals frequent PREX2 mutations. 

Nature. 2012;485:502–6.  

[21] Pleasance ED, Cheetham RK, Stephens PJ, et al. A comprehensive catalogue of somatic mutations from a human 

cancer genome. Nature. 2010;463:191–6.  

[22] 20. Hodis E, Watson IR, Kryukov GV, et al. A landscape of driver mutations in melanoma. Cell. 2012;150:251–63.  

[23] Greene M, Fraumeni J. The hereditary variant of familial melanoma. In: Clark W, Goldman L, Mastrangelo M, 

editors. Human Malignant Melanoma. New York, NY: Grune and Stratton; 1979. pp. 139–166. 

[24] Grange F, Chompret A, Guilloud-Bataille M, et al. Comparison between familial and nonfamilial melanoma in 

france. Arch Dermatol. 1995;131:1154–9. 

[25] A. Swaika, J. A. Crozier, and R. W. Joseph, “Vemurafenib: an evidence-based review of its clinical utility in the 

treatment of metastatic melanoma,” Drug Design, Development and erapy, vol. 8, pp. 775–787, 2014.   

[26] J. A. Sosman, K. B. Kim, L. Schuchter et al., “Survival in BRAF V600-mutant advanced melanoma treated with 

vemurafenib,” e New England Journal of Medicine, vol. 366, no. 8, pp. 707– 714, 2012.   

[27] GlaxoSmithKline,HighlightsofPrescribingInformationofTa n- lar (Dabrafenib Capsules), GlaxoSmithKline, 

Brentford, UK, 2014.   

[28] GlaxoSmithKline, Two New GSK Oral Oncology Treatments, BRAF-Inhibitor Ta nlar (Dabrafenib) Capsules and 

the First MEK-Inhibitor Mekinist (Trametinib) Tablets, Approved by FDA as Single-Agent erapies, 

GlaxoSmithKline, 2014.   

[29] Hauschild A, Grob JJ, Demidov LV, et al. Dabrafenib in BRAF-mutated metastatic melanoma: A multicentre, open-

label, phase 3 randomised controlled trial. Lancet. 2012;380:358–65.  

[30] Pazdur R. National Cancer Institute; FDA Approval for Dabrafenib. [Internet] [updated 2014 Jan 10; cited 2016 Dec 

30]. Available from: http://www.cancer.gov/cancertopics/druginfo/fda-dabrafenib. 

[31] J. M. Wright and P. L. McCormack, “Trametinib: rst global approval,” Drugs, vol. 73, no. 11, pp. 1245–1254, 2013.  

[32] K. T. Flaherty, C. Robert, P. Hersey et al., “Improved survival with MEK inhibition in BRAF-mutated melanoma,” e 

New England Journal of Medicine, vol. 367, no. 2, pp. 107–114, 2012.  

[33] C. Robert, K. T. Flaherty, P. Hersey et al., “METRIC phase III study: e cacy of trametinib (T), a potent and selective 

MEK inhibitor (MEKi), in progression-free survival (PFS) and overall survival (OS), compared with chemotherapy 

(C) in patients (PTS) with BRAFV600E/K mutant advanced or metastatic melanoma (MM),” Journal of Clinical 

Oncology, vol. 30, no. 18, 2012.  

[34] N. K. Haass, K. Sproesser, T. K. Nguyen et al., “ e mitogen- activated protein/extracellular signal-regulated kinase 

kinase inhibitor AZD6244 (ARRY-142886) induces growth arrest in melanoma cells and tumor regression when 

combined with docetaxel,” Clinical Cancer Research, vol. 14, no. 1, pp. 230–239, 2008.  

[35] B. R. Davies, A. Logie, M. Cockerill et al., “AZD6244 (ARRY- 142886), a potent inhibitor of mitogen-activated 

protein kinase/ extracellular signal-regulated kinase kinase 1/2 kinases: mech- anism of action in vivo, 

pharmacokinetic/pharmacodynamic relationship, and potential for combination in preclinical mod- els,” Molecular 

Cancer erapeutics, vol. 6, no. 8, pp. 2209–2219, 2007.  

[36] H. Huynh, P. K. H. Chow, and K.-C. Soo, “AZD6244 and doxorubicin induce growth suppression and apoptosis in 

mouse models of hepatocellular carcinoma,” Molecular Cancer era- peutics, vol. 6, no. 9, pp. 2468–2476, 2007.  

[37] S. V. Holt, A. Logie  , R. Odedra et al., “ e MEK1/2 inhibitor, selumetinib (AZD6244; ARR -142886), enhances 

anti-tumour e cacy when combined with conventional chemotherapeutic agents in human tumour xenogra models,” 

British Journal of Cancer, vol. 106, no. 5, pp. 858–866, 2012.  

http://www.cancer.gov/cancertopics/druginfo/fda-dabrafenib


International Journal of Healthcare Sciences    ISSN 2348-5728 (Online) 
Vol. 4, Issue 2, pp: (911-919), Month: October 2016 - March 2017, Available at: www.researchpublish.com 

 

   Page | 919  
Research Publish Journals 

[38] J. M. Kirkwood, L. Bastholt, C. Robert et al., “Phase II, open- label, randomized trial of the MEK1/2 inhibitor 

selumetinib as monotherapy versus temozolomide in patients with advanced melanoma,” Clinical Cancer Research, 

vol. 18, no. 2, pp. 555–567, 2012.  

[39] C. Robert, R. Dummer, R. Gutzmer et al., “Selumetinib plus dacarbazine versus placebo plus dacarbazine as rst-line 

treat- ment for BRAF-mutant metastatic melanoma: a phase 2 double- blind randomised study,” e Lancet Oncology, 

vol. 14, no. 8, pp. 733–740, 2013.  

[40] Larkin J, Ascierto PA, Dreno B, et al. Combined vemurafenib and cobimetinib in BRAF-mutated melanoma. N Engl 

J Med. 2014;371:1867–76. 

[41] vAscierto PA1, Kirkwood JM, Grob JJ, et al. The role of BRAF V600 mutation in melanoma. J Transl 

Med. 2012;10:85.  

[42] Banzet P, Thomas A, Vuillemin E. et al. Wide versus narrow surgical excision in thin (< 2 mm) stage I primary 

cutaneous malignant melanoma: long term results of a french multicentric prospective randomized trial on 319 

patients. Proc Am Assoc Clin Oncol. (1993);12:387. 

[43] Ringborg U, Andersson R, Eldh J. et al. Resection margins of 2 versus 5 cm for cutaneous malignant melanoma with 

a tumor thickness of 0.8 to 2.0 mm: randomized study by the Swedish Melanoma Study Group. Cancer. 

(1996);77:1809–1814. 

[44] Veronesi U, Cascinelli N, Adamus J. et al. Thin stage I primary cutaneous malignant melanoma. Comparison of 

excision with margins of 1 or 3 cm [published erratum appears in N Engl J Med 1991 Jul 25; 325 (4) 292] N Engl J 

Med. (1988);318:1159–1162. 

[45] Cascinelli N (1995) Update WHO-10 trial. WHO-program meeting, May 1995, Albany, NY, USA: 317–321 . 

[46] Balch CM, Urist MM, Karakousis CP et al (1993) Efficacy of 2-cm surgical margins for intermediate-thickness 

melanomas (1 to 4 mm). Results of a multi-institutional randomized surgical trial [see comments]. Ann Surg 218: 

262–267; discussion 267–269 . Karakousis C P, Balch C M, Urist M M. et al. Local recurrence in malignant 

melanoma: long-term results of the multiinstitutional randomized surgical trial. Ann Surg Oncol. (1996);3:446–452.  

[47] Heaton K M, Sussman J J, Gershenwald J E. et al. Surgical margins and prognostic factors in patients with thick (> 4 

mm) primary melanoma. Ann Surg Oncol. (1998);5:322–328.  

[48] Drepper H, Kohler C O, Bastian B. et al. Benefit of elective lymph node dissection in subgroups of melanoma 

patients. Results of a multicenter study of 3616 patients. Cancer. (1993);72:741–749.  

[49] Slingluff C L Jr, Stidham K R, Ricci W R. et al. Surgical management of regional lymph nodes in patients with 

melanoma. Ann Surg. (1994);219:120–130.  

[50] Coates A S, Ingvar C I, Petersen-Schaefer K. et al. Elective lymph node dissection in patients with primary 

melanoma of the trunk and limbs treated at the Sydney Melanoma unit from 1960 to 1991 [see comments] J Am Coll 

Surg. (1995);180:402–409.  

[51] Veronesi U, Adamus J, Bandiera D C. et al. Inefficacy of immediate node dissection in stage 1 melanoma of the 

limbs. N Engl J Med. (1977);297:627–630.  

[52] Veronesi U. Delayed regional lymph node dissection in stage I melanoma of the skin of the lower 

extremities. Cancer. (1982); 49:2420–2430.  

[53] Sim F H. A prospective randomized study of the efficacy of routine elective lymphadenopathy in management of 

malignant melanoma; preliminary results. Cancer. (1985);41:948– 951.  

[54] Sim F H. Lymphadenectomy in the management of stage I malignant melanoma: a prospective randomized 

study. Mayo Clin Proc. (1986);61:697–705.  

[55] Balch CM, Soong SJ, Bartolucci AA et al (1996) Efficacy of an elective regional lymph node dissection of 1 to 4 

mm thick melanomas for patients 60 years of age and younger. Ann Surg 224: 255–263; discussion 263–266 .  

 


