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e Read the case presentation below

Don’t open this newsletter yet!

Before breaking the seal, see how your melanoma management style compares
to the styles of experts in the field by following these simple instructions:

e Circle your answers to the multiple-choice questions on the back cover
e Detach the perforated back page and fax your answers to 973-682-9077

Or, if you prefer, you can answer the questions and read the article on our Web
site at www.MelanomaCare.org, where you can also complete CME materials and
register for electronic delivery of Melanoma Care Options.

A b3-Year-Old Man With

Melanoma on the Back

Peter K. Lee, MD, PbhD and Jeffrey J. Sussman, MD, FACS

A 53-year-old white man presented with a changing pig-
mented lesion on his right upper back. As often happens
with lesions on the posterior of the body, its abnormal
appearance was first noted by the patient’s spouse 3
months prior. The patient complained of mild pruritus in
the affected area and no other local symptoms.
Otherwise, he appeared generally healthy, with mild
hypertension. At the time of the initial visit, the patient
was taking low-dose aspirin and a beta-blocker.
Although the patient denied a family history of
melanoma, his personal history revealed 2 previous atyp-
ical nevi biopsies. He did not use tanning booths but had
many severe sunburns in the past. Physical examination

revealed a 1.8-cm by 1.6-cm, slightly elevated, pigment-
ed lesion with irregular borders and variegated pigmen-
tation. No lymphadenopathy was noted in potential
draining basins nor were there any other suspicious
lesions on full body skin survey or contributory findings.

Subsequent biopsy and pathologic analysis revealed
superficial spreading melanoma with the following
features:

e Breslow depth of 0.79 mm

Clark level III/IV (later verified as level IV)
No ulceration
No regression
Mitotic rate: O

Before continuing, please answer the questions
on the back cover and fax to 973-682-9077.



Dear Reader,

elcome to Melanoma Care Options, an interactive newsletter
;" that will put you in the driver’s seat. In this newsletter, we
describe a case presentation and you will tell us how you would han-
dle it, using the fax-back form on the back of the newsletter. Then
read the newsletter to see what the experts from the Melanoma Care
Comnsortium had to say. In a future issue we'll present an analysis of
what physicians like you decided and how your answers compared to
the opinions of our faculty. The cases will come every month for
8 months, so you will have ample opportunity to cast your vote on
melanoma cases across the disease spectrum.

Thank you for taking part in this vital and innovative program.
We look forward to your input regarding this and the cases to come.

Sincerely,

d\mlau-...'.._‘

John M. Kirkwood, MD
Chairman, Melanoma Care Consortium Steering Committee

he case presented in this issue of Melanoma Care Options focuses on
T a 53-year-old man with a thin primary cutaneous melanoma.
Although appearing simple and straightforward, this case raises care issues
that are important to dermatologists, family practitioners, and other primary
care physicians who are often the initial and only physicians treating
patients with thin melanoma. In particular, this case presents key decision
points that clinicians face when managing the variety of patients with thin
melanoma. As part of the management process, physicians must decide on
the type of diagnostic and therapeutic biopsies, relative value of sentinel
lymph node biopsy (SLNB), suitability of post-staging follow-up studies,
necessity or not of adjuvant therapy, and appropriate follow-up.
This newsletter discusses the factors that influence these choices, many
of which surround the risk of relapse, metastasis, and mortality following
surgical excision as well as novel patient- and tumor-related factors that
may negatively impact a patient’s prognosis. As the number of patients
with thin melanomas continues to rise, physicians will increasingly require
a thorough understanding of the management of this important disease.
We look forward to hearing your thoughts as you consider this case.
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Peter K. Lee, MD, PhD
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CASE PRESENTATION

Peter K. Lee, MD, PhD

Jeffrey J. Sussman,
MD, FACS

4 Melanoma Care Options = July 2005

As noted on the front cover, a 53-
year-old white man presented with
a changing pigmented lesion locat-
ed on the right upper back. The
lesion was first noted by his spouse
3 months prior, which is a frequent
occurrence with posteriorly located
abnormalities. The patient com-
plained of mild pruritus in the

affected area and no other local
symptoms, but was otherwise
healthy, with mild hypertension, for
which he was taking low-dose
aspirin and a  beta-blocker.
Although he denied a family history
of melanoma, he had a personal
history of 2 previous atypical nevi
biopsies. He did not use tanning
booths but had many severe sun-
burns in the past. Physical examina-
tion revealed a 1.8-cm by 1.6-cm,
slightly  elevated,  pigmented
lesion with irregular borders and
variegated pigmentation. No lym-
phadenopathy in potential draining
basins in the affected area was
noted nor were there any other sus-
picious lesions on full body skin
survey or contributory findings.

Figure 1 presents a photograph
and dermatoscopic image of the
lesion. The clinical image clearly
depicts the irregular borders of the
lesion as well as its variable pig-
mentation and darkened center.
The dermatoscopic image enhances
these features and provides further
information about skin structure
(see Sidebar 1). As shown in the
right panel of Figure 1, the lesion
has dark pigmentation in the
center, with the presence of a blue-
white veil, globules, pseudopods,
and pigment dropout. These fea-
tures are suggestive of melanoma,
which prompted the decision to
perform a biopsy.

Choice of the Initial Biopsy
Given the findings of the initial
exam and the clinical and dermato-
scopic images, the expert panel
was asked what type of diagnostic
biopsy would be best for this
patient. The overwhelming majority
(86%) voted for an excisional biop-
sy with a 1-mm or 2-mm margin.
The dissenting 13% chose a 2-mm
punch biopsy of the center of the
lesion where it was darkest. No
panel members selected shave
biopsy or wide local excision with
a 1-cm margin.



Dr Peter Lee, one of the panel
moderators, noted that this is often
a difficult decision for primary care
physicians, who may be tempted
either to take only a small sample
or, at the other extreme, remove
the entire lesion with extensive
margins. While a small biopsy
could miss the malignant portion
of the lesion and lead to an incor-
rect diagnosis,! a very large biopsy
holds the potential for scarring
or wounding that could interfere
with the accuracy of subsequent
lymph node mapping, if needed.
The goal of the diagnostic biopsy
is to remove the atypical pigment-
ed lesion with minimal surgical
margins because this approach
ensures the proper sampling of
the lesion and preserves the local
lymphatic drainage patterns for
lymphoscintigraphy and SLNB.2
Thus, the potential for scarring
or wounding that could interfere
with the accuracy of subsequent
lymph node mapping and biopsy
precludes the recommendation of
a wide local excision with a
1-cm margin. Moreover, if the
lesion is benign, then an unneces-
sarily wide margin is not obtained.

Although a superficial shave
biopsy would not disrupt lymphat-
ic drainage, this type of biopsy
could transect the lesion and not
allow proper evaluation of Breslow
depth.! A deep shave biopsy that
extended into the subcutaneous fat
could provide sufficient pathologic
information and is the method pre-
ferred by many dermatologists as it
does not require skin closure;
however, this procedure requires
substantial expertise and skill to be
performed correctly. In addition,
approximately 5% of deep shave
biopsies  underestimate  true
Breslow depth.!

Some panel participants selected
the punch biopsy option. Because
of the size of the lesion, a 2-mm
punch biopsy in its center might
miss the diagnostically relevant por-

Dermatoscopic Image

Clinical and dermatoscopic images of the lesion. The clinical image on the left clear-
ly shows irregularities in pigment and border of the lesion. The dermatoscopic image
on the right enhances these observations by revealing the structures of the epider-
mis and dermal-epidermal junction. Photography courtesy of Peter K. Lee, MD.

Sidebar 1

Dermatoscopy

Dermatoscopy, also known as epiluminescence microscopy (ELM), encompasses a group
of noninvasive diagnostic techniques that allow microscopic examination of skin lesions.
The procedure permits clinicians to visualize the skin substructures in order to help dis-
tinguish between benign and malignant pigmented skin lesions. To perform the proce-
dure, the physician applies immersion oil to the skin, which reduces light reflection from
the skin surface and renders the outermost layer of the epidermis (stratum corneum)
transparent. The clinician then examines the pigmented lesion using a dermatoscope—
a handheld device that provides 10 to 20 times magpnification and allows visualization of
the structures of the epidermis and epidermal-dermal junction. A variety of structural fea-
tures suggest malignancy, including pseudopods (fingerlike projections of dark pigment at
the periphery of the lesion), radial streaming (radially and asymmetrically arranged, par-
allel linear extensions at the periphery of the lesion), the pattern of the pigment network,
black dots, globules, and blue-white veil (irregular, indistinct, confluent blue pigmentation
with an overlying white, ground-glass haze).” These features, along with other standard
assessment criteria, have been organized into algorithms to clarify the differential diag-
nosis of pigmented skin lesions.”

tion. A larger (8-mm or 10-mm)
punch biopsy could be considered
in this case; however, up to 20% of
punch biopsies underestimate
Breslow depth.!

Thus, the panel deemed the
excisional biopsy with narrow mar-
gins as the best choice. When per-
forming an excisional biopsy with
narrow margins, it is important not
to remove the redundant cuta-
neous cones or “dog ears” to
limit the size of the scar. Prior to

undergoing this type of diagnostic
biopsy, patients should receive
counseling about the poten-
tial necessity for a second
wide local excision once the
pathologic results are known, as
well as the chance that SLNB
would be required should invasive
melanoma be diagnosed.

In this case, the lesion was
excised with narrow margins, and
the initial pathologic analysis of
the biopsy revealed superficial
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Sidebar 2

Lentigo Maligna

Lentigo malignas account for 4% to 10% of all melanomas. Commonly occurring in the
sun-exposed areas of the face and neck, lentigo maligna are usually very thin lesions with
a low propensity to metastasize. These tan-colored lesions typically occur on the face in
older white women and rarely appear before age 50. Relatively large (>3 cm), these flat
lesions persist for 5 to 15 years. As lesions enlarge, irregular mottling or flecking may
arise, with very dark areas interspersed with areas of regression.™

As with any melanoma, excisional hiopsy is the ideal biopsy to perform; however, the
relatively large size and facial location typical of lentigo maligna often make this choice
impractical. Dermoscopy can be used as a guide to show potentially malignant portions
of the lesion as well as confirm the diagnosis.” Definitive diagnosis is made on the basis
of the presence of sun-related abnormalities in the dermis and epidermis, particularly
asymmetric pigmented follicular openings, dark rhomboidal structures, slate-gray glob-
ules, and slate-gray dots."#" New imaging modalities such as confocal laser may assist
in deciding where to biopsy and in checking or mapping margins.

Treatment options include surgery, Mohs micrographic surgery, or radiation therapy.
Currently, NCCN Clinical Practice Guidelines recommend wide excision of melanoma in
situ, such as lentigo maligna.* However, adjacent vital structures on the face, such as the
eyes and ears, and concerns about cosmesis often limit margins. In addition, recom-
mended margins are often inadequate at completely excising lentigo maligna.”? Mohs
micrographic surgery may precisely map margins, allowing for maximum tumor removal
and minimal damage to normal tissues. In this procedure, a specially trained dermatolo-
gist or surgeon obtains a beveled specimen with a margin of normal-appearing tissue,
which is mapped, immediately processed by frozen section, and examined by microscopy.
Optimal use of the technique relies on the ability of the surgeon to detect cancer on the
frozen sections.” In cases where surgery is not an option, radiation therapy or off-label
medications (imiquimod) have been shown to provide some benefit*# However, radia-
tion scarring and other adverse effects of radiation may limit the use of radiation thera-
py for treatment of lentigo maligna. Imiquimod is an immune response modifier thought
to promote inflammatory responses that kill cancer cells.® While topical imiquimod
induced complete responses in 93% of patients tested in a small open-label study,”
imiquimod lacks the validation achieved by large-scale, well-controlled clinical trials.

spreading melanoma with the fol-
lowing features:

e Breslow depth of 0.79 mm

e Clark level III/TV

e No ulceration

e No regression

e Mitotic rate: O

Subsequent Biopsy

Given this pathologic information,
the panel was queried about the
appropriate type of therapeutic
excision. The majority of the panel
(66%) opted for a wide local exci-
sion with 1-cm margins down to
the fascia. A substantial proportion
(39%) voted for SLNB and wide
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local excision with 1-cm mar-
gins down to the fascia, while
4% chose a wide local excision
with 5-mm margins.

The moderators and most of the
panel deemed that the choice of a
wide local excision with 5-mm mar-
gins was not supported by the cur-
rent literature, although they
indicated that this choice might be
appropriate for melanoma in situ
or for patients with particular
anatomical or cosmetic constraints.
Likewise, none of the panel select-
ed Mohs micrographic surgery, con-
sidered a good option for non-
melanoma skin cancers and lentigo

malignas (see Sidebar 2).

Essentially the major split in the
panel surrounded the appropriate-
ness of SLNB for this patient. Panel
co-moderator Dr Jeffrey Sussman
noted that the literature regarding
this subject is evolving; there-
fore, the decision must be individu-
alized on a case-by-case basis.
Because several parameters have
been shown to negatively impact
prognosis for patients with thin
melanomas, the panel agreed that
SINB might be considered for thin
melanomas with any of the follow-
ing characteristics:

e Breslow depth greater than

1 mm?

e Stage IB classification by the
American Joint Committee on
Cancer (AJCC) staging system,
reflecting the presence of ulcer-
ation or Clark level IV or V in
tumors less than 1 mm thick?
High-risk histologic features
such as wvascular invasion,
extensive regression, and high
tumor mitotic rate*
Vertical growth phase’
e Young patient age®
e Truncal location®
Male gender when
mitotic rate is >07

e Lesions close to but less than

1 mm thick™

Defining an approach for treating
thin melanomas is emerging as an
important goal because melanomas
that are 1-mm thick or less now
account for the majority of all
newly diagnosed invasive mel-
anomas.” While the outcome for
patients with thin melanomas is
generally excellent, some popula-
tions of patients do poorly. Because
of the disproportional distribution
of thin melanomas to thick
melanomas, an increasing percent-
age of melanoma deaths are attrib-
uted to “low-risk” primary mela-
nomas. This rising incidence of thin
melanomas underscores the impor-
tance of elucidating the prognostic
factors that relate to recurrence and

tumor



1.0 :
— age=35
- age = 45
0.9 age =55 |
..... age =65
The impact of tumor
08 thickness  (Breslow
depth) on sentinel
0.7 lymph node positivity
3 is diminished at
w
o younger ages. Prob-
£ 06 ability  plots  for
g positve ~ SLN  at
Y 7
S o5 . a constant number
> td .
= . of mitoses (1/mm?)
8 e » show steeper slopes
g 04 M G for curves at older
9 R A ages, indicative of
L s et — a more signifi-
5 7)’}/ cant thickness effect
4 than at younger ages.’
02 — =T Reprinted from
T Sondak VK. Ann Surg
04 T -r Oncol. 2004. Reprinted
- ’ with permission from
the  Society  of
0.0 i
0 ; 5 3 ; z 5 - 3 Surgical Oncology.
Breslow depth (number of mitoses =1)
mortality and to the need for a stag- However, a study conducted at not do careful step-sectioning

ing SLNB. Unfortunately, the
knowledge base regarding prog-
nostic factors for thin melanomas
remains deficient.

Impact of Thickness

A known negative prognostic fac-
tor for melanoma, tumor thickness,
is a central component of the AJCC
Melanoma Staging System.> By this
account, thin melanomas carry
very low risk for relapse and mor-
tality, making it difficult to deter-
mine the need for SLNB on the
basis of this parameter alone.
Further complicating the decision
are the disparate results of studies
evaluating the incidence of SLN
positivity in patients with thinner
melanomas. A study conducted at
the John Wayne Cancer Institute
found that nearly 3% of patients
with primary melanomas of 1 mm
or less had positive lymph nodes.?

Ohio State University reported a
substantially lower rate of lymph
node positivity (1.4%) for patients
with primary melanomas of less
than 1.2 mm thick."

The latter study argued against
the appropriateness of SLNB for
thin melanomas, contending that
the cost of SLNB superseded
the potential benefit of identifying
only a very small proportion of
lymph node—positive patients for
whom the treatment plan might
be amended. The investigators
compared the cost of an SLNB,
which ranged from $10,000 to
$15,000, with the cost for wide
excision, which was under $2000,
and reasoned that the cost to
identify a single positive lymph
node in the study population
would be between $696,000 and
$1,051,100."" However, as Dr
Sussman indicated, this study did

and immunohistochemistry in the
SLN analysis, which potentially
diminished the true rate of SLN
positivity in patients with thin pri-
mary melanomas. Moreover, the
denominator used in that study is
too large, as no one is arguing that
extremely low-risk patients such as
melonoma in situ patients, which
were included in the study, should
undergo SLNB. If the rate of posi-
tive SLN is actually higher in appro-
priately selected patients with thin
melanomas, which many other
studies suggest, the benefit of SLNB
may outweigh the cost.

Indeed, the John Wayne Cancer
Institute experience suggests that
the true rate of SLN positivity is
higher than that reported by the
Ohio State series. In this retrospec-
tive review of 512 patients with
melanomas of 1.5 mm or less who
underwent SLNB, the rate of posi-
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A B3-Year-Old Man With Melanoma on the Back

Categorization of Metastasis Risk According

to Prognostic Features in Patients with

Thin (=1 mm) Melanoma’

Prognostic Metastasis Risk
Features Rate Group
Male

Vertical growth phase lesion

Mitotic rate >0 31% High
Women

Vertical growth phase lesion

Mitotic rate >0 13% Moderate
Either gender

Vertical growth phase lesion

Mitotic rate = 0 4% Low
Either gender

No vertical growth phase

Mitotic rate =0 0.5% Minimal
Significance between the 4 groups (P<.001). N=884

tivity ranged from 1.7% in patients
with the thinnest melanomas (<0.75
mm) to 2.9% in patients with
melanomas of 0.75 mm to 1 mm in
thickness, and 7.1% in patients with
primaries 1.01 mm to 1.05 mm
thick.® While these arbitrary cut-ofts
generate specific rates according to
thickness, the reality is that there is
no specific threshold for higher risk
of positivity and that the risk gradu-
ally increases over the continuum of
tumor thickness. In addition, the
results suggest that a very thin
melanoma retains the potential to
metastasize. The future goal is to
identify additional factors that may
better identify which patient subsets
do not need SLNB.

Impact of Age

Data emerging from various stud-
ies suggest that age also influences
the risk of lymph node positivity in
patients with thin melanomas. The
John Wayne Cancer Institute
dataset found that patients under
the age of 44 who had melanomas
of less than 1.5 mm were signifi-
cantly more likely to have positive
lymph nodes (P=.005).* Another
study of 419 patients with tumors
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of all thicknesses confirms the
impact of age on the probability of
finding a positive sentinel lymph
node. More than one quarter of
patients younger than age 35 had
positive SLNs (26.3%). The rate of
SLN  positivity  progressively
declined with age, so that 18.6% of
patients aged 35 to 60 years and
11.8% of patients over age 60
exhibited positive nodes.®

This multivariate analysis also
demonstrated an interaction be-
tween age and tumor thickness. As
shown in Figure 2, the relatively
flat curve obtained from plotting
the chance of lymph node positiv-
ity versus the Breslow depth (at a
constant mitotic rate) reflects the
relative insensitivity of tumor thick-
ness on the probability of having a
positive SLN in patients younger
than 35 years. Thus, in younger
patients, tumor thickness does not
appear to play a large role in pre-
dicting SLN status, and the trend of
this curve suggests young patients
who have tumors thinner than 1
mm may still carry a substantial risk
of lymph node positivity despite
having a thin lesion. In contrast,
the progressively steeper slopes of

the same curves in patients aged
45, 55, and 65 years demonstrate a
likelihood of positive biopsy that is
more dependent on tumor thick-
ness in older patients than it does
for younger patients.®

Emerging Factors
These data suggest that tumor char-
acteristics other than thickness may
substantially influence the chance
of lymph node positivity in younger
patients. Although it is not currently
incorporated into the AJCC/AIC
Melanoma Staging System,* tumor
mitotic rate appears to play a
greater role in determining SLN pos-
itivity than Breslow depth in
younger patients. In patients aged
35 or younger, a high mitotic rate
increased the probability of finding
a positive SLN at all tumor thick-
nesses from 1 mm to 7 mm.* In con-
trast, tumor mitotic rate appears to
have almost no effect on the likeli-
hood of finding a positive SLN in
patients over age 65 years at any
tumor thickness (Figure 3).°

The observation that tumor
mitotic rate is an important prog-
nostic factor in thin melanoma was
corroborated by a retrospective
tree analysis of 884 patients with
melanomas of 1 mm or less.” While
the 10-year metastasis rate for
patients with thin melanoma
observed in this study was 6.5%
overall, the rate differed substan-
tially when the data were stratified
by gender, vertical growth phase,
and tumor mitotic rate. According
to the prognostic tree (Table 1),
men with lesions demonstrating a
vertical growth phase and a mitot-
ic rate >0 were at greatest risk of
metastasis (31%). The risk dimin-
ished to less than 4% for patients of
either gender when the mitotic rate
was zero and further to 0.5% if the
lesion lacked a vertical growth
phase as well”

The expert panel felt that consis-
tency of methods used to assess
these novel prognostic factors
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The impact of mitotic rate on SLN positivity is diminished at older ages. A probability plot for a positive SLN with tumor mitotic rate
atvarious ages reveals a steeper slope to the curves at younger ages, indicative of a more significant effect of this tumor mitotic rate
at younger ages. The relatively flat curve for patients aged 65 years suggests little impact of tumor mitotic rate on SLN positivity in
older patients. Adapted from Sondak VK. Ann Surg Oncol. 2004. Adapted with permission from the Society of Surgical Oncology.

remained a challenge. Dr Sussman
pointed out that vertical growth
phase is not always reliably report-
ed by dermatopathologists, which
may complicate the use of this
tumor feature in determining the
need for SLNB in thin melanoma
patients. Dr Averbook suggested
that the same is true for tumor
mitotic rate, highlighting the need
for consistent protocols. However,
once application of these novel
prognostic factors is standardized,
studies such as these support incor-
porating vertical growth phase and
tumor mitotic rate into the decision
process for the optimal selection of
patients for SLNB.

While the panel agreed that no
specific guidelines for SLNB in
patients with thin melanoma can be
proposed at this time, a number of
factors are emerging as risk factors
for SLN positivity, metastasis, and
mortality. Therefore, presence of

these aforementioned features
could serve to flag a patient as an
appropriate candidate for SLNB. In
addition, other patient-related fac-
tors, including comorbidities and
comfort level with the risks and
potential results of the procedure,
should guide a clinician when rec-
ommending SLNB. The large num-
ber of contributory features reflects
the current situation in which the
management strategy must be tai-
lored for individual patients with
thin melanoma rather than adopting
a one-size-fits-all approach.

Current Practice

Panel members discussed the dif-
ferent parameters that guided the
choice to perform SLNB at their
institutions. According to Dr Lee,
the University of Minnesota does
not recommend SLNB for any
trunk or extremity lesion less than
1 mm and with less than a Clark

level TV, unless there are other
negative prognostic factors such as
regression, high mitotic rate, vas-
cular invasion, or ulceration.
However, the thickness cut-off for
recommending SLNB is reduced to
0.75 mm if the lesion is located on
the head and neck region or acral
sites. Dr David Ollila countered
that recently published data sug-
gest not using Clark level as a
determining factor in the appropri-
ateness for SLNB."”? He emphasized
that Breslow thickness in combi-
nation with ulceration and/or
regression should guide the use
of SLNB in thin melanoma
patients. Dr Sussman noted that
the AJCC incorporates Clark level
into its staging system for
thin melanomas® and this level
is routinely reported. Therefore,
he recommended weighing Clark
level as a positive factor that
would push the recommendation
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Sidebar 3

Dysplastic Nevus Syndrome

Dysplastic nevus syndrome refers to the heritable condition in which patients have
between 10 and 1000 pigmented lesions located on the trunk, buttocks, or lower extrem-
ities." Peaple exhibiting this syndrome are at greater risk of developing melanoma than
the population at large. Despite a recommendation by the National Institutes of Health
(NIH) that the term dysplastic nevus be replaced with atypical moles and the syndrome
for melanoma-prone families be called familial atypical mole and melanoma (FAMM) syn-
drome, the medical community continues to use the older terminology.

Not all patients with dysplastic nevus syndrome develop melanoma, and the risk of
melanoma development within the syndrome varies, with specific cellular and histologic
features increasing the risk. Nevertheless, patients with dysplastic nevus syndrome
should be followed regularly, with negative prognostic factors such as a family history of
melanoma dictating a shorter, 3- to 6-month interval between evaluations. Other patients
may be followed with longer intervals between visits.”

toward SLNB but not as a negative
factor that would exclude the need
for biopsy at present.

Dr Sussman continued with the
observation that the University of
Cincinnati uses no specific thickness
cut-offs and SLNB is discussed in
detail with all melanoma patients. In
general and in the absence of other
negative prognostic features, they
encourage younger patients with
lesions greater than 0.75 mm to
undergo SLNB; they typically treat
those with lesions less than 0.5 mm
with wide excision only and evaluate
patients with lesions falling between
0.5 mm and 0.75 mm on a case-by-
case basis. If negative prognostic fac-
tors are present, they encourage
patients to undergo SLNB regardless
of tumor thickness, particularly if
they are younger and in otherwise
good health. University of North
Carolina uses a similar approach,
said Dr Ollila. Patients there with
tumors falling in the gray zone
between 0.5 mm and 1 mm receive
a balanced discussion regarding
SLNB, unless the lesion has ulcera-
tion or regression, in which case cli-
nicians tend to favor SLNB.

In this particular case, the pathol-
ogy report described the Clark level
as III/1IV. This represents an ambigu-
ous result that crosses substages
within stage I. As such, the clinician
requested a reanalysis of the speci-

men, and the Clark level was veri-
fied as level IV. The patient was
counseled regarding the benefits
and risks of SINB and elected to
undergo the procedure. The lesion
was excised with a 1-cm margin
down to the fascia and one lymph
node was removed. Conventional
(H & E) and immunohistochemical
staining did not reveal any evidence
of metastatic disease. Thus, under
the current AJCC Melanoma Staging
System, the patient was classified as
having Stage 1B disease.?

Post-Staging Follow-Up
When polled about the key post-
staging follow-up tests for this
patient, more than half of the
expert panel (52%) opted for
no laboratory or imaging tests.
Half as many (26%) voted for a
baseline chest x-ray; 17% chose
lactate dehydrogenase (LDH), liver
function tests, and a complete
blood count (CBC). Four percent
of the panel supported the use of
CT scans of the chest, abdomen,
and pelvis. No participant thought
this patient required PET scanning.
The majority of the expert panel
agreed with panel moderators and
the National Comprehensive Cancer
Network (NCCN) Clinical Practice
Guidelines for Melanoma.” None
of the listed laboratory or imaging
tests have been shown to improve
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survival or to be of benefit for
detecting metastasis in patients with
Stage IB disease. However, as the
diversity of panel responses reflects,
there is wide variability in the post-
baseline follow-up in this patient
population, with many oncologists,
primary care physicians, and der-
matologists ordering baseline chest
x-rays, liver function tests, and
LDH assessment.

The Approach to Treatment
The panel was then asked about
the role of adjuvant therapy for this
patient. While 8% of the panel said
they would consider interferon
(IFN) alfa-2b and 4% might consid-
er radiation therapy, the vast major-
ity of the panel (88%) did not feel
that adjuvant therapy was warrant-
ed for the patient with very
early—stage melanoma. This philos-
ophy mirrors the NCCN Clinical
Practice Guidelines, whereby no
adjuvant treatment option is recom-
mended for Stage T melanoma.*

In part, the lack of enthusiasm
for adjuvant therapy for the Stage
IB patient stems from the high sur-
vival rate among patients with
early-stage disease. A retrospective
analysis of 17,600 patients with
melanoma revealed a S-year sur-
vival rate that exceeded 90% for
patients with Stage IB disease.’

Long-Term Follow-Up

While the panel agreed that the
patient must be followed regularly,
there was some disagreement
about the relative value of the
various types of follow-up meas-
ures available for Stage I patients.
Nearly two thirds of the panel
(64%) deemed periodic skin exam-
ination with a dermatologist suffi-
cient for follow-up in the absence
of recurrence, but 24% thought
optimal follow-up re-quired regu-
lar skin examinations, annual chest
x-ray and LDH level testing, initial
oncology consult, and recommen-
dation of skin examination for



first-degree relatives. The rest of
the panel was split, voting for
annual chest x-ray and LDH level
(4%), initial consultation with a
medical oncologist (4%), and rec-
ommendation of skin examination
for close relatives (4%). Dr Lee
suggested that the structure of
the question may not accurately
reflect the follow-up decisions
made by the panel, conceding that
there were some options that
some practitioners would not rec-
ommend while other answers
might have been too limited.
Nevertheless, the moderators felt
that all of the listed follow-up
measures could be considered
appropriate. In particular, the
panel felt that many patients are
unnerved by the diagnosis of can-
cer and are reassured by the feel-
ing that something is being done
to manage their disease, even if
the measures may not be com-
pletely necessary or validated.
This particular patient’s history of
atypical nevi supported frequent
follow-up. In this case, the patient
was advised to return to the
Melanoma and Pigmented Lesion
Clinic every 3 months for 2 years,
followed by every 6 months for 3
more years. During a typical visit to
this clinic, the patient would under-
go a complete head-to-toe skin
examination and complete clinical
lymph node evaluation and asked
questions to elicit symptoms of
potential metastatic disease. Dr Lee
noted that other institutions may opt
to follow this type of patient less fre-
quently or may include different
elements as part of the examination.
This observation prompted a panel
discussion of the wide variability in
practices for the full-skin examina-
tion. While some clinics always
employ dermatoscopy to reveal
malignant lesions and carry out
lymph node assessments, examina-
tions in other clinics and practices
may be less stringent. According to
Dr Lee, the inconsistency of meth-
ods used for skin examinations

across the country prompts many
specialists to specify complete skin
and lymph node examination when
making referrals for their melanoma
patients who must switch practices
due to a change in residence.

Although an annual chest x-ray
and LDH-level testing are not neces-
sary, institutional protocols frequent-
ly dictate follow-up regimens in
which these tests may be per-
formed. An initial medical oncology
consult is not an absolute require-
ment following the diagnosis of
Stage 1 disease, and the decision to
refer should be made on an indi-
vidual basis. The panel did not feel
that this particular patient needed to
visit a medical oncologist at this
point.

Importantly, the faculty agreed
that the parents, siblings, and off-
spring should be counseled about
their increased risk of melanoma.
First-degree family members of a
patient with melanoma have more
than double the risk of developing
melanoma; therefore, relatives
need to be particularly vigilant in
melanoma screening.”® In part, the
increased risk lies in shared genes
and phenotypic traits, involving fac-
tors as diverse as human leukocyte
antigen haplotype (HLA), hair
color, fair skin, and nevus count.*
At particular risk are families cate-
gorized as having dysplastic nevus
syndrome (see Sidebar 3).

In addition to genotypic and phe-
notypic traits, family members fre-
quently share environmental factors
such as geographic location and
propensity to suntan, which also
increases exposure to ultraviolet
light that contributes to the devel-
opment of melanoma.” Therefore,
the patient and family members
should be advised about the impor-
tance of photo-protection through
sun avoidance and use of long-
sleeved clothing and sunscreens,
although available data conflict
about the ability of sunscreens to
influence the development and pro-
gression of melanoma.*

The patient should also be coun-
seled that a previous melanoma
increases the risk of developing subse-
quent skin cancers. Approximately
5% of patients with melanoma
develop  additional  primary
melanoma—a rate that translates
to a 900-fold greater risk than the
general population in developing
the disease."” '

Conclusions

The panel discussion and review
of the literature provide the follow-
ing recommendations for the
patient with Stage IB melanoma:

e Adequate biopsy requires full-
thickness excision with narrow
margins to preserve accuracy of
subsequent SLNB, if needed

e Appropriate surgical treatment
involves wide local excision
with 1-cm margins down to the
fascia, with or without SLNB

e The choice to perform SLNB
must be tailored to the patient
and involve assessment of
potential tumor- and patient-
related risk factors

e Novel factors such as ver-
tical growth phase and tumor
mitotic rate may be more predic-
tive of lymph node positivity and
metastasis in thin melanomas
than Breslow thickness

e Following staging, no laboratory
or imaging tests have been
shown to benefit survival rates
or detect metastases in Stage
IB patients

e No adjuvant treatment option
is currently recommended for
Stage IB melanoma

e Recommended long-term fol-
low-up measures vary from insti-
tution to institution and may
include chest x-rays and LDH
testing

e At a minimum, follow-up
should include recommen-
dations for regular skin exami-
nation of themselves and
for family members and coun-
seling on the importance of
sun protection.
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Feedback on Case 3: Metastatic Melanoma

Case 3 (March issue) concerned a patient
with distant melanoma metastases (ie,
bilateral pulmonary nodules). All readers
(pre-case reading) and an overwhelming
majority of faculty recommended a biop-
sy of one of the pulmonary nodules
(100% vs 80%, respectively). The largest
proportion of both readers and faculty
chose the FDA-approved treatment high-
dose interleukin-2 (IL-2) as the appropri-
ate therapy at this stage. A far higher per-
centage of faculty than readers chose IL-
2 (46% of readers, 74% of faculty). A larg-
er proportion of readers than faculty
opted for biochemotherapy (BCT) (38%
of readers, 14% of faculty). No readers,
but 8% of faculty, recommended
chemotherapy (DTIC-based single-agent
or multi-agent regimen).

Two-thirds of participants said that
their management approach changed
after reading the newsletter. Larger pro-
portions of participants chose IL-2 or
chemotherapy after reading the case (46%
pre-test vs 68% post-test for IL-2; 0% pre-
test vs 14% post-test for chemotherapy).
Fewer opted for BCT (38% pre-test vs
11% post-test). These changes are consis-
tent with faculty case presenters’ recom-
mendation that chemotherapy is a valid
choice if IL-2 is unavailable, and that BCT
is appropriate only in the context of a
clinical trial. Survival and response rates
for BCT have been disappointing. Post-
test opinions about management after
confirmation of pulmonary nodules thus
reflected closer alignment with those of
the faculty, as the graphic illustrates.

What led to the shift? Readers indicated
they changed their view based on clinical
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data regarding response and durable
response rates (3.7% and 14.81% of read-
ers, respectively). Toxicity also played a
role, cited by 7.4%. A sizable proportion of
readers cited all 3 factors as affecting their
judgment (44.44%).

Faculty and participants largely agreed
about when to recommend hospice care
for the patient. Faculty presenters said that
hospice was a reasonable option after pro-
gression of liver disease following
chemotherapy, though they did recom-
mend enrolling the patient in a clinical
trial. About 7% of faculty and 8% of partic-
ipants (pre-reading) would advise hospice
care upon development of brain metas-
tases. More than three-quarters of faculty
(78%) viewed hospice care as appropriate
after progression following whole brain
radiotherapy and stereotactic radiosurgery,
at a point when the patient's Karnofsky
performance status was 60% and declin-
ing. Similarly, about 85% of readers would

Metastases
BCT Phase |

advise hospice in the face of disease pro-
gression and declining functional score.
Another 8% of readers would recommend
hospice when discussing therapy after
detection of distant metastatic disease.

After reading the case, nearly 40% of
readers said that they would introduce the
topics of hospice and palliative care with
the patient after first detection of distant
metastatic disease. Another third (32%)
would first discuss these issues at progres-
sion of metastatic disease after therapy.
About 7% would raise these matters for
the first time at development of brain
metastases, and 18% would use disease
progression and declining functional score
as the impetus for bringing up these top-
ics. About 4% would introduce discussion
of hospice and palliative care at initial sus-
picion of melanoma. These findings are
consistent with direction to discuss hos-
pice and palliative care well before they
are needed.

CME Post-test Questions

Please answer each question on the space
provided on page 14.

1. Dermoscopy allows for:
A. Calculation of the tumor mitotic rate
B. More accurate staging of thin melanomas
C. Visualization of skin structures that
suggest melanoma
D. All of the above

2. The best diagnostic biopsy for a changing
pigmented lesion is:
A. Excisional biopsy with narrow margins
B. Excisional biopsy with wide margins
C. Sentinel lymph node biopsy
D. Small (2-mm) punch biapsy in the center
of the lesion
E. Superficial shave biopsy

3. How wide of an excision is needed

for a diagnosed thin melanoma?

A. 1 cm on both sides of the prior local excision
and down to muscle fascia

B. 3 cm on both sides of the prior local excision
and down to muscle fascia

C. No further excision necessary if negative margins
obtained on initial excision

D. Excision such that the total width of the excised
specimen is 1 cm and down to muscle fascia

4. The majority of all new invasive melanomas have a(n):
A. Age of onset of greater than 65 years
B. Thickness of 1 mm or less
C. Tumor mitotic rate of 4 mitoses/mm?
D. Vertical growth phase

5. In which of the following age groups is tumor
thickness less likely to impact SLN positivity?
A Underage35  B.Age 36-50
C. Age 51-64 D. Over age 65

6. Which of the following is true?

A. An increase in deaths due to melanoma
is being seen due to thin lesions

B. Tanning booths provide a “safe” form of U.V. light

C. Melanomas cannot metastasize until they reach
0.7 mm in thickness

D. Adjuvant systemic therapy is indicated in Stage IB
patients due to their low but real risk of metastasis

7. Which of the following prognostic features for thin
melanomas is currently not part of the AJCC
Melanoma Staging System?

A. Clark level
B. Thickness
C. Tumor mitatic rate
D. Ulceration

8. Post-staging tests shown to improve survival in

patients with Stage IB disease include:
A. Baseline chest x-ray

B. CT scans

C. LDH testing

D. PET scan

E. None of the above

9. A patient with Stage IB melanoma has a

5-year survival rate of:
A. 60%

B.70%

C.80%

D.>90%

10. The risk of melanoma doubles in:

A. Al relatives of the melanoma patient

B. First-degree family members of the
melanoma patient

C. The patient who previously had melanoma

D. All of the above
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to view electronically or pass on to colleagues

Please answer these questions BEFORE OPENING this newsletter.

The following questions refer to the case study of a 53-year-old man with a changing pigmented lesion, outlined
on the front cover. Please circle the answer that most represents your opinion, detach this perforated page, and
fax to 973-682-9077. Or, if you prefer, you can visit the Melanoma Care Consortium at www.MelanomaCare.org.

1. What type of initial biopsy is appropriate 4. At baseline, what medical tests are
for this changing pigmented lesion? appropriate for a Stage IB
A. 2-mm punch biopsy melanoma patient?
B. Shave biopsy A. CT of chest, abdomen, and pelvis
C. Excisional biopsy with narrow margins B. Baseline chest x-ray
D. Excisional biopsy with wide margins C. LDH, liver function tests, and CBC
D. PET scan
2. Given the final pathology report, what E. None of the above
is the next step for this patient?
A. Wide excision 5. What follow-up measures would you
B. Mohs micrographic surgery recommend for a Stage IB patient?
C. Wide excision and SLNB A. Annual chest x-ray and LDH level
D. No further treatment B. Initial consultation with oncologist
C. Advise first-degree family members
3. Does the expense of SLNB outweigh to receive skin examinations
the potential benefit of finding a positive D. All of the above
SLN in patients with thin melanoma?
A. Yes @

B. No

A\
i \
Please retain this sheet because it includes the CME post-test questions on page 15. |
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