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An incidental finding

Pruritic patches on the patient’s trunk and extremities
prompted his visit, but it was the “birthmark” on his back

that was far more worrisome.

A 37-YEAR-OLD CAUCASIAN MAN sought care
at our clinic for the pruritic patches on his
trunk and extremities that had developed

FIGURE
Pigmented patch and nodule
on upper back

3 days earlier. The patient said that the le-
sions started on his right arm but had spread
to his left arm, posterior legs, and trunk. He
reported that the trunk lesions had resolved,
but the extremity lesions persisted. He’d had
no specific contact exposures.

The patient’s vital signs and cardiopul-
monary exam were normal. Examination of
the patient’s arms and posterior legs revealed
a few faintly erythematous, slightly indurated
patches suggestive of urticaria. Examina-
tion of the patient’s anterior trunk and back
revealed no similar lesions, but he did have
a 1.2 cm pigmented patch and 4 mm nodule
(FIGURE) on his upper back.

Upon further questioning, the patient
indicated that he had noted the pigmented
patch for at least 4 years, but was not sure
how long the nodular area had been there.
He thought it was a birthmark. He grew up
spending a lot of time at the beach in the sun
and recalled at least one blistering sunburn
on his back.
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Diagnosis: Melanoma
The patient underwent elliptical excisional
biopsy of the primary lesion after no palpable
lymphadenopathy was noted. The lateral and
deep margins were negative for melanoma;
the mitotic rate was <1/mm?. Aggregates of
lymphocytes were associated with the lesion,
but did not infiltrate it. There was no tumor
regression or ulceration of the lesion. The
Breslow depth was 1.25 mm.

1 A histopathologic evaluation revealed
a superficial spreading melanoma (inferior
lesion in the FIGURE) and a nodular lesion
(the superior reddish-black lesion in the
FIGURE). (For more on these and other forms
of melanoma, see “The 4 main types of mela-
noma”!* on page 657.) It was unclear from
the patient’s history whether this represented
2 types of melanoma (superficial spreading
and nodular) in the same field of skin or the
development of a nodular component in a
superficial spreading lesion. Important clini-
cal information was also missing, including
the evolution of the lesions and how quickly
the nodule had grown.

Who's affected most?
More than 45,000 cases of melanoma oc-
curred in 45 states and the District of Co-
lumbia annually between 2004 and 2006,
according to a 2011 report from the Centers
for Disease Control and Prevention.” White,
non-Hispanics have a far higher incidence of
melanoma than any other race or ethnicity.®
Women are more likely than men to be diag-
nosed with melanoma early in life, while men
are twice as likely as women to be diagnosed
after age 60.° The etiology for the malignant
transformation of melanocytes has not been
fully clarified, but it is likely multifactorial, in-
cluding genetic susceptibility and ultraviolet
(UV) radiation damage.*
1The ABCDE mnemonic is widely
taught to aid in the detection of melanomas:
A = asymmetry of the lesion; B = border irreg-
ularities; C = color variegation; D = diameter
>6 mm; and E = evolution. The evolution of
the lesion has been shown in some studies
to be the most specific finding for detecting
melanomas.*
Regional lymph nodes should also be
carefully examined for evidence of clinical
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spread prior to biopsy of a suspicious lesion.
This is important because biopsy may cause
regional lymphadenopathy, which could
confound later examinations and staging of
the disease.'

The differential:

Is it a worrisome lesion—or not?

The differential diagnosis of melanoma in-
cludes both benign and malignant lesions.
Malignant and potentially malignant diagno-
ses to consider include pigmented basal cell
carcinoma, pigmented squamous cell carci-
noma, carcinoma metastatic to the skin, and
dysplastic nevi.>?

Benign diagnoses to consider include
pigmented seborrheic keratoses, lentigo,
pyogenic granuloma, Kaposi sarcoma, cherry
angioma, subungual traumatic hematoma,
dermatofibroma, and nevi (including blue
nevi).>?

The biopsy is paramount

A diagnosis is established based on the mi-
croscopic evaluation of suspicious lesions.
Studies suggest that one-third to one-half of
melanomas arise from existing nevi, with the
remainder developing from previously nor-
mal-appearing skin."? Patients with increased
numbers of either common or dysplastic nevi
are at increased risk of melanoma compared
with the general population.* Historical clues
include changes in a lesion’s size, color, or
symmetry; new growths; personal or family
history of melanoma; and bleeding.

A biopsy for histopathologic evaluation
is mandatory when a lesion is suspicious for
melanoma. Dermoscopy, which involves a
device that magnifies skin lesions, may reveal
highly specific dermoscopic features for mel-
anoma that can help in determining the need
for biopsy.*

I The preferred method for biopsy is
complete elliptical excision with 2- to 3-mm
margins of normal skin.*® However, a deep
shave biopsy may also be appropriate, de-
pending upon the clinical situation and phy-
sician experience with the technique.*

A deep shave biopsy is less time consum-
ing than elliptical excision, making it easier to
perform at the time the lesion is first evalu-
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ated. Deep shave biopsy may provide several
benefits, including reducing the amount of
normal tissue that is removed (especially if
pathology is benign) as well as, the cost, scar-
ring, and likelihood of wound infections. Deep
shave biopsy also can avoid the need for a sec-
ond elliptical excision.”®

Determine margins,

proceed with surgical excision

Early surgical excision is the primary treat-
ment for malignant melanoma. After the
diagnosis is confirmed by initial biopsy,
the depth of the lesion dictates the surgical
recommendations. Recommended surgi-
cal margins based on depth are: 5 mm with
a layer of subcutaneous fat for melanoma in
situ, 1 cm down to the fascia for lesions with a
Breslow depth <2 mm, and 2 cm down to the
fascia for lesions with a depth >2 mm.*

IThe surgical treatment of lentigo
maligna melanoma can be challenging due
to indistinct borders and large size. Mohs
micrographic surgery can be helpful to fully
remove the lesion with sparing of healthy sur-
rounding tissue.” When surgical excision of
large lentigo maligna is technically difficult,
radiation therapy is another option.?

1 Subungual melanoma may necessi-
tate amputation or grafting of the digit. Mohs
micrographic surgery can be useful in these
situations for tissue sparing. (To learn more,
see “When to consider Mohs surgery,” ] Fam
Pract. 2013;558-564.)

Is a sentinel lymph node biopsy needed?
Sentinel lymph node biopsy is often recom-
mended for melanomas >1 mm in depth.>* It
provides guidance on who may benefit from
regional lymphadenectomy and adjuvant
immunotherapy."?

1 Adjuvant therapy for patients without
evidence of distant metastases can be con-
sidered in patients with positive nodes or
node-negative melanoma that is 4 mm thick
or Clark Level IV or V. Adjuvant high-dose
interferon alpha-2b is the most commonly
used agent in these situations.? Some stud-
ies suggest an increase in median overall
survival of up to 11 months with high-dose
interferon as compared to no treatment.?
Limitations include toxicity from these high-
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The 4 main types of melanoma
Melanoma is typically divided into 4 types: superficial
spreading, nodular, lentigo maligna, and acral lentiginous.’
Less common types (which will not be discussed here) are
amelanotic, desmoplastic, mucosal, ocular, primary central
nervous system, and soft tissue melanomas.?

Superficial spreading melanoma accounts for about 70% of
melanomas.' It is most commonly seen on the legs and upper
back in women and the upper back in men, although it may
occur anywhere on the body."?It typically has a relatively long

radial growth phase before becoming invasive.! As the vertical

growth phase develops, a papule or nodule usually appears.?

Nodular melanoma accounts for around 20% of melanomas.'
It can occur anywhere on the body and is found twice as
often in men as in women.? It is distinctive from other types
of melanoma in that it has a very short (or absent) radial
growth phase before vertical growth.! Thus, it is less likely to
be diagnosed in a preinvasive stage.? It typically presents as a
rapidly growing smooth or eroded blue-black nodule.

Lentigo maligna melanoma accounts for around 5% of

melanomas.' These lesions typically form on sun-exposed areas

of elderly patients’ skin, such as the face, neck, and forearms.’
This type of melanoma is characterized by a prolonged radial
growth phase, termed lentigo maligna (in situ form), which
grows slowly over 5 to 20 years before becoming invasive.>*
Lentigo maligna lesions often reach a diameter of 5to 7 cm
before showing signs of invasion.?

Acral lentiginous melanoma accounts for around 5% of
melanomas.’ It occurs on palms, soles, and nail beds." It is the
most common type of melanoma in African Americans and
Asians, comprising about 75% of cases in these races.* This

is not due to the incidence of this type of melanoma being
higher than in white individuals, but rather, the fact that the
frequency of the other types of melanomas is low in African
Americans and Asians.

The most common site of melanoma in African
Americans is the foot, with 60% of patients having subungual
or plantar lesions.? The reggae legend Bob Marley died at the
age of 36 from metastatic subungual melanoma of the foot.

dose regimens.® Treatment with interferon
does not represent a cure; rather, it should
be considered a palliative intervention with
marginal benefit.!

When there are

distant metastases...

Once distant metastases are identified, the
goal of therapy should be palliative care as
this condition is generally incurable. Che-
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motherapy, radiation, and excision of solitary
metastases are all interventions that have
traditionally been employed.! The primary
site for metastasis is the skin, but all organs
are potential sites of spread. Central nervous
system metastasis is the most common cause
of the death.?

I Novel therapies include inhibition of
BRAE an enzyme of the mitogen-activated
protein kinase pathway (MAPK), and block-
ing of cytotoxic T lymphocyte-associated an-
tigen 4 (CTLA-4).

1 BRAF-enzyme inhibitor. Mutated
BRAF contributes to uncontrolled cell growth
and resistance to programmed cell death
(apoptosis).®!® In August 2011, vemurafenib
(Zelboraf), a BRAF-enzyme inhibitor, was
approved by the US Food and Drug Admin-
istration (FDA) for the treatment of late-stage
melanoma. It works only in patients with
the BRAFVY®® mutation, which is found in
approximately 60% of melanomas.'"'*> One
phase 1 study showed partial to complete re-
gression in 80% of patients treated, but this
regression lasted only 2 to 18 months.'?

1 Anti-CTLA-4 monoclonal antibody.
Cytotoxic T-lymphocytes can recognize and
potentially destroy cancer cells.'* However,
CTLA-4, which is expressed on the surface of
cytotoxic T-lymphocytes, has a suppressive
effect on the T-lymphocyte response after
interaction with the antigen-presenting cell.
Researchers deduced that blocking CTLA-4
would allow the immune system to remain
responsive to abnormal antigens, including
those from melanoma.’

I lpilimumab (Yervoy), an anti-CTLA-4
monoclonal antibody, was approved by
the FDA in March 2011 for the treatment of
late-stage melanoma.' Partial and complete
responses have been shown in trials of ipili-
mumab as monotherapy and in combination
with vaccines, chemotherapy, and interleu-
kin-2, but these responses have not been
sustained.’

Although these novel therapies repre-
sent significant advancements in the under-
standing of the pathogenesis of melanoma,
the short duration of efficacy highlights the
cancer'’s ability to develop resistance to these
treatments. This ability to adapt suggests that
melanoma harbors multiple oncogenes and
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several pathways for carcinogenesis. Combi-
nation targeted therapies may be required to
improve clinical results; research is ongoing.’
Toxicities associated with these medications
are also a limiting factor.

1 What about vaccines? Vaccine studies
are also ongoing. Although some have shown
promising results, no clearly effective therapy
has been produced to date.?

Factors that affect prognosis

The prognosis for melanoma is related to tu-
mor thickness, presence or absence of mela-
noma in regional lymph nodes, and extent of
metastases.'” The TNM classification system
takes these factors into account in staging
melanoma.* Based on this staging, a 5- and
10-year survival estimate can be discussed
with the patient.

Survival estimates based on depth of in-
vasion alone are also used. As an example, one
study cited a 5-year survival rate of 95% for a
tumor thickness <.75 mm; 85% (.75-1.4 mm);
66% (1.5-3.9 mm); and 46% (>4 mm).!

Other variables that affect prognosis in-
clude lymphocytic infiltrate (more brisk and
tumor infiltrating is better prognostically),
mitotic rate (less is better; >6/mm? is worse),
ulceration (worse prognostically), and re-
gression of the tumor.? Regression will appear
as areas of depigmentation in a previously
completely pigmented lesion; it is associated
with a poorer prognosis.!

Follow-up with patients is key

Regular skin, lymph node, and general fol-
low-up exams are recommended to detect
metastatic disease or new primary lesions. It
has been estimated that approximately 5% of
patients with a history of melanoma will de-
velop a new primary lesion.? Lab and imaging
studies should be used when prompted by
clinical findings.*

Some protocols recommend routine
use of labs, including lactate dehydrogenase,
complete blood count, and chemistries, as
well as imaging such as chest x-ray, posi-
tron emission tomography (PET), or com-
puted tomography (CT) based on the stage
of the disease.” No evidence has shown that
routine laboratory or imaging studies affect
prognosis.”
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Close surveillance for my patient

My patient underwent re-excision of the
tumor site with wide margins. Sentinel
lymph nodes excised from the bilateral ax-
illa were negative for melanoma. He was
seen by colleagues in the oncology depart-
ment, and his lab work and chest x-ray
were normal. PET/CT revealed no evidence
of fluorodeoxyglucose avid metastatic
disease.
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