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to the styles of experts in the field by following these simple instructions:

• Read the case presentation below
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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 43-year-old Caucasian woman presented with a
suspicious mole on her upper-right midback,
which was identified as melanoma by shave biop-
sy. The tumor was 1.72-mm thick and was Clark
level IV with marginal involvement. The patient, a
mother of 2 children, had a history of heavy sun-
burns as a child but no family history of melanoma,
breast cancer, or ovarian cancer.

A physical examination was normal, with no
adenopathy found in the neck, occipital, supra-
clavicular, axillary, or inguinal regions. There was a
7-mm scar at the site of the melanoma, on the
patient’s midback at the T1 level. A total body skin
examination found no other suspicious moles. The
patient’s vital signs, chest X-ray, and laboratory
tests were normal.

A 43-year-old Woman With a 
1.72-mm Thick Melanoma
Bruce J. Averbook, MD, and Matthew T.Ballo, MD
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Editorial

Editorial

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
Consortium 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, 

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

This newsletter is published by PharmAdura, LLC, Pearl River, NY.

© PharmAdura, 2005. This newsletter may not be reproduced in whole or in part without the written permission of PharmAdura, LLC. 
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Reasonable efforts have been taken to present educational subject matter in a balanced, unbiased fashion and in compliance with regulatory
requirements. However, each activity participant must always use his or her own personal and professional judgment when considering 
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FDA-approved uses and any off-label uses.

STEERING COMMITTEE

Medical Oncology
John M. Kirkwood, MD
Director, Melanoma and Skin Cancer Program
University of Pittsburgh Cancer Institute
Professor and Vice Chairman for Clinical Research
Department of Medicine
University of Pittsburgh School of Medicine
Pittsburgh, Pennsylvania
*Grant/Research Support, Schering-Plough
Corporation, Roche, Immunex; Consultant,
Schering-Plough Corporation, Antigenics

Surgical Oncology
Merrick I. Ross, MD
Professor of Surgical Oncology
University of Texas
M.D. Anderson Cancer Center
Houston, Texas
*No financial relationships to disclose

Dermatology
Susan M. Swetter, MD
Associate Professor of Dermatology
Director, Pigmented Lesion & Cutaneous
Melanoma Clinic
Stanford University Medical Center/VA Palo Alto
Health Care System
Co-Director, Stanford Multidisciplinary
Melanoma Clinic
Stanford, California
*No financial relationships to disclose

Ashfaq A. Marghoob, MD, FAAD
Assistant Clinical Member and Clinical Director,
Skin Cancer Center
Memorial Sloan-Kettering Cancer Center
Hauppauge, New York
*No financial relationships to disclose

Preventive Medicine
Rebecca Ferrini, MD
Medical Director
Edgemoor Hospital
Santee, California
*No financial relationships to disclose

Oncology Nurse
Rosemary Giuliano, ARNP, MSN
Associate Director, Cancer Screening
Lakeland Regional Cancer Center
Lakeland, Florida
*Speakers’ Bureau, Schering-Plough Corporation

Publisher 
PharmAdura, LLC
170 Fairview Avenue
Pearl River, NY 10965
845-641-3859
publisher@pharmadura.com

Editor
Andrea Dolce-Singer

Scientific Director
Lisa Faltyn, PhD

Art Director
Meridith Feldman

W

2 Melanoma Care Options ■ May 2005

his issue follows the case of a woman with a melanoma on the
upper back. When lymphatic mapping is performed, the right

scapular and right supraclavicular areas are identified, and one
of the scapular nodes is found to contain extracapsular micrometastatic
disease. This case illustrates several important points about the role of
sentinel lymph node mapping and biopsy, the behavior and manage-
ment of interval nodes, evaluation of melanocytic nevi in sentinel lymph
nodes, management of micrometastatic disease in the lymph node, and
the role of radiation therapy in melanoma management. We hope that
you find the case, which discusses several salient and timely topics in
melanoma therapy, thought-provoking and relevant to your practice.

Sincerely,

Bruce J. Averbook, MD 

T
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other trials found no significant dif-
ferences between narrow or wide
margins in either recurrence or sur-
vival. Thus, margins greater than
2 cm brought no significant bene-
fits. Table 1 summarizes the cur-
rently recommended margins for
surgical excision of localized
melanoma skin tumors.

Lymph Node Biopsy
The faculty was polled on the type
of lymph node biopsy they would
recommend for this patient. The
vast majority of the faculty (89%)
recommended sentinel lymph node
biopsy (SLNB), while 5.5% voted for
no biopsy, and another 5.5% rec-
ommended elective lymph node
dissection (ELND).

Elective lymph node dissection,
which preceded SLNB, has been
used for decades as an aid to
melanoma staging and to prevent
nodal metastasis. It has significant
disadvantages, including poor sen-
sitivity, high morbidity, and difficul-
ty in identifying the appropriate
nodal basin.7, 8 The benefits of ELND
were not defined until the comple-
tion of the Intergroup Melanoma
Trial in 2000. The trial compared the
effects of observation and ELND on
survival and found no significant
survival advantage for ELND in a
group of 740 patients with lesions
from 1 mm to 4 mm in thickness.
The trial identified several variables
that are independent predictors of
improved survival with ELND. The
variables and the associated percent
reductions in mortality are as fol-
lows: non-ulcerated lesions (30%,
P = .03); 1.0-mm to 2.0-mm lesion
thickness (30%, P = .03); location
on the extremities (27%, P = .05);
and patient age less than 60 years
(27%, P = .03).9

Sentinel lymph node biopsy is a
widely accepted diagnostic and
prognostic technique because sen-
tinel lymph node (SLN) status is the
most powerful available independ-
ent prognostic factor for predicting

survival and individualizing treat-
ment. The hazard ratio associated
with SLN status is 3.41 (P < .00001,
disease-free survival for SLN-positive
vs SLN-negative status). A multicen-
ter study of prognostic value of
SLNB in 612 patients with stage I or
II melanoma found that positive SLN
status indicates a greater degree of
risk than any of several other pro-
posed prognostic factors, including
age, sex, thickness, high Clark level,
axial location, and ulceration.10

There is significant debate on the
value of SLNB for treating

melanoma, since no prospective,
controlled studies have demonstrat-
ed a significant survival benefit. In
fact, one recent retrospective study
of SLNB reported that SLN status
had no significant impact on overall
survival at 3 years in a multivariate
analysis.11 SLN status was significant
for disease-free survival (hazard
ratio 4.254, P < .001). The study ret-
rospectively analyzed 309 patients,
of whom 299 had identifiable SLNs
and received SLNB. The faculty
expressed several concerns about
this paper, including the small size
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Recommended Margins for Surgical Excision
of Localized Cutaneous Melanoma6 

Table 1

Melanoma Thickness Margin
≤ 1 mm 1 cm
1.01 mm–2.00 mm 1 cm–2 cm*
2.01 mm–4.00 mm 2 cm
> 4 mm 2 cm
• Margins may be modified to accommodate individual anatomic or cosmetic considerations
• For clinically ill-defined lentigo maligna pattern lesions of the head and neck, pathological confirmation of negative

peripheral margin is important
*Where anatomically feasible.

Pediatric Melanoma
Pediatric melanoma is a rare but increasingly frequent disorder that accounts for
approximately 1.3% of all cancer cases among individuals under 19 years of age and
7% among individuals between 15 and 20 years of age.57,58 The body of data on
melanoma in the pediatric population is small because of its low incidence; what is
available consists mostly of reports on small series and individual cases.  However, the
following points can be made:
• Risk factors for pediatric melanoma are similar to those for adult melanoma and

include solar exposure, the presence of congenital nevi, skin pigmentation, and a
family history of melanoma.58 

• Diagnosis of pediatric melanoma can be difficult due to a low index of suspicion. In
addition, Spitz nevi can complicate diagnosis because of their resemblance to
melanoma.14 Sentinel lymph node biopsy can be used to help aid diagnosis by con-
firming the existence of metastatic melanoma.59,60

• Some reports note that pediatric melanoma may be more aggressive than adult
melanoma and have more atypical features. However, survival is correlated with
youth, and pediatric patients may be more likely to respond to therapy than adults.61

• No guidelines for the management of pediatric melanoma are available. Treatment
strategies are generally patterned on experience in adults.58 Local excision, SLNB,
and adjuvant therapy are commonly used.62,63 Sentinel lymph node biopsy can aid in
differential diagnosis and serve as a guide to therapy.59,60,64

Sidebar 1
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is fairly common among patients
treated with radiation therapy in the
groin region, less common among
patients treated in the axilla, and
rare among patients treated in the
cervical region. There is a trend
toward higher risk for overweight
patients (body mass index
(BMI)>25).

Radiation Therapy
Treatment Algorithm
In deciding whether to recommend
radiation therapy, the health care
provider needs to weigh the possi-
ble benefits—primarily, prolonged
disease-free survival—against the
possible adverse effects—primarily,
edema. This balance sets a thresh-
old for using radiation therapy,
which shifts depending on the char-
acteristics of the patient and the dis-
ease. In general, the threshold
should be lowered for patients with
cervical disease and raised for
patients with groin or pelvic dis-
ease, especially obese patients.
Figure 5 shows the radiation thera-
py treatment algorithm used by Dr
Ballo. In this algorithm, the criteria
for recommending radiation thera-
py of the axilla represent a baseline.
The criteria are less stringent for cer-
vical metastases because of the low
probability of adverse effects and
the proven effectiveness of therapy.
On the other hand, radiation thera-
py in the groin confers an increased
risk of edema, especially for obese
patients. The edema can be very
troublesome to the patient; thus, the
criteria are more stringent.

In Dr Ballo’s practice, cervical
radiation therapy usually consists of
30 Gy delivered in 5 fractions over
2 1/2 weeks using superficial elec-
trons to limit radiation penetration
and morbidity related to the thera-
py. A bolus is used to protect the
larynx and allow a higher dose to
reach the target area of the neck. 

One discussion participant asked
whether radiation therapy at relapse
would affect eligibility for clinical tri-

als. Dr Ballo replied that, although
protocols vary, most trials allow
adjuvant radiation therapy as long as
it is given immediately after surgery
and does not delay the initiation of
systemic therapy. Dr Ballo also dis-
cussed the role of radiation therapy
for interval nodes, saying that he
recommends treatment of the site of

the node and skin between the
node and the primary lesion when
treatment is technically feasible. 

Conclusions
Interval nodes are a potential site
of metastasis in melanoma
patients. Since not all affected
lymph nodes are located in the

Summary of Reported Melanoma Recurrence Rates
After Surgery Alone and Surgery With Adjuvant
Radiation Therapy

Table 3

Surgery Alone

Population Range of Reported References
Regional Failure Rates

All patients 12%–52% 35–41, 43–45, 65  

Extracapsular extension 28%–63% 37, 39, 40  

≥ 4 involved lymph nodes 17%–63% 37, 39, 41  

Lymph node ≥ 3 cm 42%–80% 39  

Cervical lymph node location 33%–43% 36, 39  

Surgery and Radiation Therapy

All patients 5%–20% 46–52, 66
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Figure 4

Edema-free survival after combined modality surgical and radiation therapy for
various sites. Unpublished data, courtesy of Matthew T. Ballo, MD.
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usual nodal basins, careful lym-
phoscintigraphy should be per-
formed to identify interval nodes
before a SLNB is performed. Early
identification and excision of
lymph nodes will minimize mor-
tality and morbidity resulting from

metastasis to interval nodes. 
The use of SLNB often allows

identification of micrometastasis,
but the optimum treatment of
micrometastasis is not yet well
defined. However, because of
their small volume of disease, they

may be suitable candidates for sys-
temic therapy. Several studies are
evaluating the role of IFN alfa-2b
therapy in the management of
micrometastatic melanoma.

Radiation therapy can significant-
ly reduce the risk of recurrence of
nodal metastases. Characteristics
associated with a high risk of recur-
rence include extracapsular exten-
sion, large or numerous involved
lymph nodes, and nodal recurrence
within a previously dissected nodal
basin. When planning radiation
therapy, the benefits of therapy
must be weighed against the risk of
edema, which varies depending on
the site of therapy. Edema risk is
low for the head and neck area
and highest in the groin for over-
weight patients. Radiation therapy
has a clear role as an adjuvant ther-
apy in treating nodal metastases,
particularly when high-risk features
are present.

A 43-Year-Old Woman With a 1.72-mm Thick Melanoma

Figure 5

Suggested treatment algorithm for radiation therapy
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CME Evaluation Form

Case Re-evaluation Questions

Please use the scale below to answer these questions.
Fill in the circle completely. You may use pen or pencil to fill in the circles.

Very Low Low Moderate High Very High 
1. To what extent were the objectives of the educational activity achieved?

O O O O O
2. To what extent were you satisfied with the overall quality of the

educational activity?
O O O O O

3. To what extent was the content of the program relevant to your practice?
O O O O O

4. To what extent did the activity enhance your knowledge of the subject area?
O O O O O

5. To what extent did the activity change the way you think about clinical
care/professional responsibilities?

O O O O O
6. To what extent will you make a change in your practice/professional respon-

sibilities as a result of your participation in this educational activity?
O O O O O

7. Which of the following best describes the impact of this activity on your per-
formance? (Please use the scale below in answering this question.)

O  This program will not change my behavior because I am already 
currently conducting my professional responsibilities in a manner 
consistent with the information presented in this educational activity.

O This activity will not change my behavior because I do not agree with the
information presented.

O I need more information before I can change my practice behavior.
O I will immediately implement the information into my practice.

8. What action(s) will you take as a result of participating in this activity?  
(Please use the scale below in answering these questions.)
O  None.
O  Discuss new information with other professionals.
O  Discuss with industry representative.
O  Participate in another educational activity.

9. To what extent did the activity present scientifically rigorous, unbiased, and
balanced information?

O O O O O
10. To what extent was the presentation free of commercial bias?

O O O O O
11. Please indicate your degree:

O   MD/DO  O   Physician Assistant
O   Nurse  O   Nurse Practitioner O   Other  

12. Was there any particular content that was irrelevant to your practice? If
yes, why? ___________________________________________
___________________________________________________

13. What types of information should be used to determine topics for this
activity if repeated?____________________________________
__________________________________________________

14. Would you prefer a different learning format (discussions, skills training,
formal course)?________________________________________
___________________________________________________ 

15. In the event that content exhibited commercial bias, please describe the
specifics.____________________________________________
___________________________________________________ 

16. Do you have any other comments or suggestions for improving this 
education activity?  Please discuss.__________________________
____________________________________________________
__________________________________________________

If you wish to receive credit for this activity, please fill in your name and address and send to: 
PharmAdura, LLC, 170 Fairview Avenue, Pearl River, NY 10965 Fax: (973) 682-9077
❏ I have completed the activity and claim _____ credit hours

1. Did your opinion on management of melanoma patients with
micrometastatic nodal disease change after completing this exercise?

A. Yes B. No

2. What therapy would you now recommend for this patient after the
positive interval node was identified? 

A. Observation
B. CLND
C. Systemic therapy with IFN alfa-2b (per protocol) 
D. CLND with standard IFN alfa-2b therapy per protocol
E. Enrollment in IFN alfa-2b clinical trial  (ECOG1697)

3. Did your views on the value of radiation therapy as an adjuvant ther-
apy for nodal metastasis change after completing this exercise? 

A. Yes B. No

4. What adjuvant therapy would you recommend if the patient
developed palpable lymph nodes (after surgical management)?

A. None (observation)
B. Regional radiation therapy
C. Interferon therapy
D. Investigational therapy

5. Do you have any additional comments, questions, or observations
on any changes you plan to make to your strategy for managing
malignant melanoma?

Please circle the answer that best describes your current view of the case.

Request for Credit
Name: Degree:

Address: City, State, ZIP:

Organization: Specialty: Last 5 Digits of SSN:

Telephone: Fax: E-mail:

1. ■■ 2. ■■ 3. ■■ 4. ■■ 5. ■■ 6. ■■ 7. ■■ 8. ■■ 9. ■■ 10. ■■
Answer CME Questions Here
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Feedback on Case 2: 4.1-mm Ulcerated Melanoma

CME Post-test Questions
Please answer each question
on the space provided on page 14.

1. Interval nodes are defined as:
A. Lymph nodes located between the tumor

and a recognized nodal basin
B. The first lymph node that receives drainage

from a tumor
C. Epitrochlear and popliteal nodes
D. Nodes measuring < 3 cm

2. In what percentage of patients are interval
nodes found?

A. 1% to 5%
B.  3% to 9%
C. 11% to 25%
D. All patients

3. What is the rate of micrometastasis to interval
nodes, and how does that rate compare to the
rate for nodes in typical nodal basins? 

A. 1% to 5%, much lower
B. 3% to 9%, somewhat lower
C. 14% to 21%, comparable
D. 32% to 47%, significantly higher

4. Which of the following would be most useful
in differentiating between metastatic melanoma
and a benign melanocytic nevus in a sentinel
lymph node?

A. Distance of the node from the primary lesion
B. Cell morphology
C. Immunohistochemical staining with MARTI

and S100
D. Size of the lesion

5. Choose the correct ranking of lymph node
sites in terms of the frequency of occurrence
of nodal nevi.

A. Capsule or trabeculae > small vessels > parenchyma 
B. Small vessels > capsule or trabeculae > parenchyma 
C. Parenchyma > small vessels > capsule or trabeculae
D. The differences are not significant

6. Which of the following therapies gave improved
survival in ECOG trials E1684, E1690, and E1694?

A. High-dose IFN alfa-2b B. Low-dose IFN
C. GMK vaccine D. CLND

7. Which of the following is not a risk factor for local
recurrence after nodal dissection?

A. Node size ≥ 3 cm B. ≥ 4 involved nodes
C. Prior local recurrence D. Patient BMI > 25

8. The reported local recurrence rates after
adjuvant radiation therapy range from: 

A. 1% to 4%
B. 5% to 20%
C. 11% to 33%
D. 37% to 52%

9. Edema after radiation therapy that is severe
enough to require medical management occurs
most often in which region? 

A. Axillary region
B. Cervical region
C. Groin region
D. Rates of edema are not significantly different

among these regions

10. Which of the following would suggest the
use of radiation therapy as an adjuvant
to nodal dissection?

A. Nodal basin located in the groin
B. Large primary lesion
C. An obese patient
D. Extracapsular extension

Case 2 (February  issue) concerned
a 56-year-old woman with a 4.1-mm
thick, Clark level IV, ulcerated, nodu-
lar melanoma on the back.  The
SLNB was negative.

The faculty and readers had simi-
lar opinions about the case.  At the
time of this writing, a large propor-
tion of the faculty (91%) and readers
(94%) thought this patient was at
high risk for melanoma recurrence.
The vast majority of faculty (92%)
and readers (94%) would have
referred this patient to a medical
oncologist for adjuvant therapy.

The graphic compares therapy
recommendations for readers before
they read the newsletter as well as
for faculty.  Slightly more readers
than faculty recommended IFN alfa-
2b therapy.  Within this group, a
higher proportion of faculty than
participants chose the investigational
high-dose IFN alfa-2b regimen (19%
vs 8.57%) rather than the standard 1
year therapy. This difference may be
consistent with better access and
greater openness on the faculty’s
part to clinical trials—as is evidenced
by the greater proportion recom-
mending melanoma vaccine trials.

Half the participants said that
their management approach

changed after reading the newslet-
ter.  In general, the approach
became more aggressive. After
reading the case, nearly 97% (vs
94% pre test) thought this was a
high-risk case. Slightly more readers
(71.4% pre-test vs 75% post-test)
would have recommended IFN
alfa-2b. The percentage of readers
choosing the vaccine trials option
rose to 12.5%. No faculty member
chose to use chemotherapy trials,
and the percentage of participants
selecting this option fell by more
than half after reading the newslet-
ter (5.71% vs 2.5%). 

In general, the readers also adopt-
ed a more aggressive approach to

getting the patient into treatment.
A lower proportion of readers rec-
ommended to watch and wait after
reading the newsletter (14.28% pre
vs 10% post).  More readers would
have referred to an oncologist
(2.58% pre vs 17.5% post), and high-
er proportions recommended initiat-
ing adjuvant therapy at staging rather
than waiting for referral to an oncol-
ogist (12.5% pre vs 20% post). 

These results are consistent with
an aggressive approach to the man-
agement of thick cutaneous mel-
anoma, and they indicate that this
educational initiative helps reinforce
and strengthen the rationale for this
aggressive approach.
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Please answer these questions BEFORE OPENING this newsletter.

Visit www.MelanomaCare.org
to view electronically or pass on to colleagues

Please retain this sheet because it includes the CME post test questions on page 15.

The following questions refer to the case study of a 43-year-old woman with a 1.72-mm thick melanoma, as
outlined on the front cover. Please circle the answers that most represent 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. The patient underwent lymphatic mapping,
which found 5 nodes located in the right
scapular and right supraclavicular areas.
One of the scapular nodes contained
extracapsular micrometastatic disease.
What treatment would you recommend
at this point?

A. Observation alone
B.Completion Lymph Node Dissection

(CLND) alone
C. Systemic therapy (interferon alfa-2b)

alone per protocol
D.CLND with IFN alfa-2b per protocol
E. Clinical trial with IFN alfa-2b (ECOG 1697)

2. What surgical therapy would you recom-
mend for this patient if she developed pal-
pable lymph nodes in the neck 6 months
after completing CLND with adjuvant inter-
feron therapy?

A. Radical neck dissection
B. Functional neck dissection
C. No surgical therapy

3. What adjuvant therapy would you
recommend?

A. None (observation)
B. Regional radiation therapy
C. Interferon therapy
D. Investigational therapy
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