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Abstract

Results from a large multicentre trial suggest that sentinel lymph node biopsy examination may benefit disease-free survival in patients with
cutaneous malignant melanoma of intermediate thickness, but this is controversial. We recorded the outcomes of patients with these lesions
in the head and neck with specific reference to regional lymph node metastases, to find out whether routine sentinel lymph node biopsy
examination would have been beneficial. We reviewed pathology databases, multidisciplinary outcomes, and notes for all patients managed
by a regional melanoma service between 2004 and 2009, and recorded key characteristics of the tumours. Details on patients with malignant
melanoma of intermediate thickness (1.2-3.5 mm) were further analysed for the development of nodal metastases in the neck over a 3-year
postoperative period. We compared our data with the rate of predicted nodal metastases generated from the trial. Of 132 patients with malignant
melanoma of the head and neck, 33 (25%) had lesions of intermediate thickness, and nodal metastases developed in only one. The remaining
32 remained free of neck disease during the study period. Although trial data predicted that 16% (n =S5 in this sample) would show signs of
metastasis and require neck dissection, on the basis of our data, practice in our unit will not change. Sentinel node biopsy examination for
melanoma remains controversial because the natural history of metastatic spread of disease is not fully understood.
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Introduction

Sentinel node biopsy examination continues to be controver-
sial in the treatment of malignant melanoma. This is despite
the results of the large Multicenter Selective Lymphadenec-
tomy Trial (MSLT-1), which showed that it gave no overall
advantage for survival, although patients who were found to
have nodal disease at biopsy examination did better in terms
of disease-free survival than those found to have disease at
follow-up.'
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Sentinel node biopsy examination is based on the assump-
tion that microscopic malignant melanoma found in a lymph
node is clinically and functionally relevant, so early removal
of such nodes must be beneficial in terms of survival and local
control. It also provides prognostic information. However,
these assumptions have been challenged, and Spanknebel
et al. showed that immunologically-detected micrometas-
tases have the same prognostic importance as negative
nodes.” These micrometastases may be functionally false
positive, and many argue that continual immune surveillance
by the host prevents the development of frank nodal disease.

Despite the uncertainty about its effectiveness, the pro-
cedure has become standard practice in the United States
and, although not recommended by the National Institute
for Health and Care Excellence, is now offered by a grow-
ing number of units in the UK.? This is partly because drug
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companies specify it as a prerequisite for entry into clinical
trials. This has an obvious impact on workload and a potential
impact on morbidity.

We aimed to ascertain the metastatic potential in a group of
patients with malignant melanoma of the head and neck who
would have qualified for sentinel node biopsy examination as
part of the MSLT-1 trial: those with malignant melanoma of
intermediate thickness (1.2-3.5 mm thick) who did not have
the procedure.

Material and methods

We reviewed pathology databases, outcome data from the
multidisciplinary team, and clinical notes of all patients diag-
nosed with an intermediate thickness cutaneous malignant
melanoma of the head and neck between January 2005 and
December 2009. Intermediate thickness was taken to be Bres-
low thickness of between 1.2 and 3.5 mm because this is how
it was defined in the MSLT study.! We reviewed the clinical
notes until the date of death or to the end of December 2012,
whichever was sooner. Therefore, for all living patients, this
was at least 3 years of follow-up.

Data collected included patient characteristics, tumour
data (site, histological findings, Breslow thickness, Clark
level, maximum diameter, presence or absence of ulcera-
tion, and mitotic rate), treatment, date and site of recurrent
or metastatic disease, and date of death or status at last docu-
mented follow-up (alive with or without disease). From this
we calculated the rate of development of cervical node metas-
tasis and compared it with the number of patients who would
have been eligible for sentinel node biopsy examination had
they been part of the trial.

Results

Between January 2005 and December 2009, 132 patients
were diagnosed with cutaneous malignant melanoma of the
head and neck. A total of 76 (58%) were male and 56 (42%)
were female. Mean age at diagnosis was 74 years (range
18-99).

The most commonly affected sites were the cheek
(25%), scalp (19%), and neck (16%). A total of 71 (54%)
tumours were thin (Breslow thickness less than 1.2 mm), 33
(25%) were of intermediate thickness (1.2—-3.5 mm), and the
remaining 28 (21%) were thick (more than 3.5 mm).

Histologically, most were lentigo maligna melanoma
(36%), slightly fewer were superficial spreading malignant
melanoma (33%), and 18% were nodular. The remaining
tumours were of various histological types. Twenty percent
of all tumours were ulcerated.

During a mean follow-up period of 4.4 years (range 3
months—5 years), one patient (3%) with a melanoma of inter-
mediate thickness developed cervical lymph node metastases
that required radical neck dissection. This patient later died

of disease. None of the remaining 32 patients with a primary

tumour of intermediate thickness developed neck disease or

died of distant metastatic disease during the study period.
The results are summarised in Table 1.

Discussion

The 5-year interim results from a large, multicentre trial in
2006 suggested that elective lymph node dissection conferred
benefit in terms of disease-free, but not overall, survival, in
patients with an intermediate thickness malignant melanoma
who had metastatic disease confirmed by sentinel node
biopsy examination. This led to sentinel node biopsy exam-
ination being adopted as standard practice in the US. In the
UK, the National Institute for Health and Care Excellence
does not recommend it as standard practice, but it is a require-
ment for entry into most clinical trials of adjuvant therapies.”
There is no doubt that it provides useful staging information’
butits promotion as a treatment that affects outcome is contro-
versial, and it was this controversy that prompted our study.
We also aimed to estimate the potential economic burden
associated with the procedure.

Our multidisciplinary melanoma network serves a popula-
tion of over 600 000 people. During a mean follow-up of 4.4
years (range 3 months—5 years), only one of our 33 patients
developed cervical lymph node metastases, and none died of
melanoma-related disease. Had sentinel node biopsy exami-
nation been routine practice in our unit, all 33 patients would
have had the procedure. As the MSLT-1 trial and other stud-
ies estimate that nodal relapse will occur in about 16% of
patients with lesions of intermediate thickness,'* our group
would have been expected to yield 5 positive results, and 4
patients would potentially have had formal neck dissection
which would have had no therapeutic benefit.

While our sample size is small and the follow-up period is
relatively short, our data help to highlight some of the ongoing
controversy that surrounds the technique. First, the mecha-
nism for the development of nodal metastases is not fully
understood. Several authors have suggested that micrometas-
tasis in a lymph node does not necessarily lead to the later
development of frank nodal disease.’” This may explain why
only one of our patients developed clinically apparent nodal
disease and why a biopsy examination is not beneficial in
terms of overall survival. Furthermore, there are estimates
that a false-positive rate of up to 24% is associated with
sentinel node biopsy examination, which means that around
one quarter of nodes found to be affected would not nor-
mally develop into bulky nodal disease.® It is hypothesised
that many of the micrometastases that would be detected are
cleared by the immune system.’” Recently, the potential for
screening to result in over-treatment has been highlighted,
and as Esserman et al. pointed out, the ideal screening pro-
gramme should focus on the detection of disease that will
ultimately cause harm.? Tt is, at present, not clear that this is
the case for micrometastatic melanomatous deposits in lymph
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