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Melanoma

What is melanoma?
Melanoma is a very serious form of skin cancer, which can be fatal if left untreated. The number of people
with melanoma is predicted to double over the next decade from 138,000 new cases a year to 227,000 new

cases by 2019.!

Melanoma is generally considered to be preventable and almost entirely treatable if detected early.>?
However, if left undiagnosed and untreated, melanoma can spread to other parts of the body, including
major organs such as the liver, lungs, bones and brain. A melanoma that has spread to other parts of the body
is called a ‘metastatic melanoma’: this type of melanoma has a poor prognosis and is difficult to treat with

conventional therapies.

Why does melanoma occur?

Melanoma occurs due to unregulated growth and proliferation of ‘melanocyte’ cells. These cells produce the
pigment ‘melanin’ that colors the skin, hair and eyes, and forms moles. To understand why melanoma
occurs, it is helpful to understand the basic structure of

skin.
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Figure 1: Structure of the skin.*
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Skin is made up of three main layers: the epidermis (upper or outer layer), the dermis (lower or inner layer)
and the fat layer (also called the subcutaneous layer) (Fig. 1).* Melanocyte cells are located in the stratum
basal, which is the bottom layer of the epidermis. The melanocyte cells produce melanin, which not only
gives skin its natural color, but also protects it from ultraviolet (UV) rays found in sunlight. Normal exposure
to UV rays leads melanocyte cells to increase their production of melanin, which makes the skin darker and
gives a sun-tanned appearance. Excessive exposure to UV rays can cause mutations in the melanocyte cells
and is a leading cause of skin cancers, including melanoma.>® Melanoma occurs when these mutations

promote unregulated cell growth, proliferation and tumor formation (Fig. 2).°
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Figure 2: Melanoma formation.
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Types of melanoma
There are four basic types of melanoma:’

Superficial spreading melanoma (SSM):
The leading cause of death from cancer in young adults
The most common type of melanoma, accounting for about 70% of all diagnosed cases

Tends to grow outwards rather than downwards
The melanoma is not usually at risk of spreading to other parts of the body, until it begins to

grow downwards

Nodular melanoma:
The most aggressive type of melanoma and can be fatal within months of being identified
Second most common type of melanoma, accounting for about 15% of diagnosed cases
Fastest growing and begins to grow downwards if not treated quickly

Invasive type of tumor, as it can penetrate the skin and spread to other areas of the body. It is

often found on the head, neck, back or chest

3/6



Lentigo maligna melanoma:

Typically has a slow growth period (in years) and rarely spreads. However, if it spreads, it can
be lethal

Third most common type of melanoma, accounting for about 10% of diagnosed cases
Usually occurs on the face or areas of high sun exposure, and more often in older people

Can initially look like a stain on the skin

Acral lentiginous melanoma:
Rarest type of melanoma, accounting for about 5% of diagnosed cases

This form of melanoma can remain undetected until it has spread throughout the body,

because it initially looks like a bruise. Once it has spread, it can be fatal
Commonly found under fingernails, toenails, on the palms of hands or soles of the feet

People with darker skin colors are more likely to be diagnosed with this type; unlike other

forms of melanoma, it does not appear to be linked to UV exposure

How to recognize melanoma
Melanoma tends to develop in two main ways:

1. It can begin as a change in normal looking skin, which results in a dark patch or mole
2. It can develop from an existing mole or freckle

It can be difficult to differentiate a normal mole from a melanoma. A useful acronym known as the ‘ABCDEs
of melanoma’ has been devised to help with this.® The acronym encourages people to check moles for five key

characteristics: A,

asymmetry in shape; B, border that is uneven; C, color variation; D, diameter change; E, evolving, i.e. any

change — in size, shape, color, elevation, another trait, or new symptom.

Metastatic melanoma
Metastatic melanoma is the deadliest and most aggressive form of skin cancer.” '’ Findings indicate that
approximately one in four people diagnosed with metastatic melanoma are likely to be alive after 1 year of

diagnosis.'” As a melanoma grows, the cancerous cells advance deeper into the skin. The cells eventually
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reach the blood vessels or lymph channels that allow the cells to spread rapidly throughout the body
including major organs.

There are few treatment options available for people with metastatic melanoma. Outside of the U.S.,
approved treatment options include dacarbazine, a type of chemotherapy, and interleukin-2, an immune
system modulating therapy. Dacarbazine has little effect and potentially serious side-effects that many people
cannot tolerate. In the U.S., the FDA recently approved ipilimumab (Yervoy™, Bristol-Myers Squibb) in
patients with newly diagnosed and previously treated unresectable or metastatic melanoma.

Consequently, there is a large unmet medical need for new, effective and tolerable treatments for metastatic

melanoma.

Who is at risk?

Anyone can be at risk of developing melanoma, but some people are at greater risk than others. Having a
family history of melanoma increases the risk: 5-10% of people diagnosed with a melanoma are related to
someone who also had a melanoma.'" A person with a first-degree relative (e.g. mother, father, brother or
sister) diagnosed with melanoma is more than twice as likely to develop the disease, compared with those
who do not have a family history of the disease.'> "

Individuals with fair, sun-sensitive skin prone to burning and/or an above-average number of moles on their
skin are also at an increased risk of developing melanoma, especially those frequently exposed to the sun
and/or UV rays (including through tanning bed usage).>”'*'® In contrast, people with heavily pigmented
dark skin are less likely to get melanoma."”

Although metastatic melanoma is relatively rare, it can have a devastating effect on patients and their

families, especially as those affected are often still in their prime of life.

Melanoma is often found in people of a younger age compared to other cancers. The average age of being
diagnosed with melanoma is only 50 years old.” This disease is also a common cancer in people aged 15-39
years, where 20% of cases occur.”

Although melanoma can occur anywhere on the body, men seem most likely to develop it on the trunk (i.e.

chest or back), whereas women are most likely to develop it on the legs (Fig. 4).”'®
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Table 1: Areas on the body where melanoma is most likely to develop.'®

Areas of the body Areas where males are most Areas where females are most
likely to develop melanoma likely to develop melanoma
Head and neck 22% 14%
Trunk 38% 17%
Arm 17% 21%
Leg 15% 42%
Other 8% 6%
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