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Abbreviations used in this issue:
CLND = completion lymph node dissection;
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irAE = immune-related adverse event; OS = overall survival;
PD = progressive disease; PFS = progression-free survival;
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SEER = Surveillance, Epidemiology, and End Results;
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Welcome to the 48

th

issue of Melanoma Research Review.

The first article in this issue assessed a modified pathologic nodal classification system for cutaneous melanoma.
Findings from the extensive report suggest the system can accurately stratify mortality risk in an era of increasing use
of SNB without CLND. A Danish population-based study reports more SNBs for thin melanomas were performed after
transition to AJCC 8th edition without an increase positivity rate. The authors note none of the AJCC8 T1b criteria were
significant predictors of positive SNB and suggest that mitosis and younger age should be considered as indications
for SNB in thin melanoma. Another study explored surgical management of the SNB positive melanoma patient in the
post-MSLT2 era. A survey of surgeons found surgical management of stage III melanoma has altered significantly,
with few surgeons performing routine CLNDs after positive SNB.
Researchers conducted a crossover study rechallenging with pembrolizumab in recurrent patients after complete
resection of high-risk stage III melanoma. They concluded pembrolizumab treatment after crossover yielded an
overall 3-year PFS rate of 32% and a 39% ORR in evaluable patients, but the efficacy (11% ORR) was lower in those
rechallenged. A post hoc analysis of the KEYNOTE-006 trial shows ipilimumab and BRAFi ± MEKi have antitumour
activity as first subsequent therapy after pembrolizumab in patients with advanced melanoma. Another article reports
preexisting immune-mediated inflammatory disease is associated with improved survival and increased toxicity in
melanoma patients who receive immune checkpoint inhibitors.
I hope you find the research in this issue useful to you in your practice and I look forward to your comments and feedback.
Kind Regards,
Professor Michael Henderson
michael.henderson@researchreview.com.au

Development and validation of a modified pathologic nodal classification
system for cutaneous melanoma
Authors: Nguyen AT, et al
Summary: This retrospective cohort study aimed to develop and validate a modified nodal classification system for
cutaneous melanoma using data from 105,785 patients with cutaneous melanoma undergoing surgery and nodal
evaluation in the National Cancer Database. The classification system was validated in 85,499 patients from the
Surveillance, Epidemiology, and End Results (SEER-18) database. Among the 105,785 patients included in the analysis
number of positive lymph nodes (HR per lymph node for 0 to 2 positive lymph nodes 2.48, P < 0.001; HR per lymph
node for ≥3 positive lymph nodes 1.10, P < 0.001), clinically detected metastases (HR, P < 0.001), and in-transit
metastases (HR 1.48, P < 0.001) were independently associated with mortality. A recursive partitioning analysis (RPA)
derived system using these variables demonstrated continuously increasing mortality for each proposed lymph node
classification group, with HRs of 1.83 for N1a, 2.72 for N1b, 3.79 for N2a, 4.56 for N2b, 6.15 for N3a, and 8.25 for
N3b in the proposed system (P < 0.001). By contrast, the current AJCC nodal classification system produced a more
haphazard mortality profile, with HRs of 1.83 for N1a, 3.81 for N1b, 2.59 for N1c, 2.71 for N2a, 4.51 for N2b, 3.44
for N2c, 6.06 for N3a, 8.15 for N3b, and 6.90 for N3c. As a sensitivity analysis, the proposed system continued to
accurately stratify patients when excluding those undergoing completion lymph node dissection (CLND) for microscopic
lymph node metastases. This system was validated for overall survival and cause-specific mortality in SEER-18. In
addition, a new overall staging system for node-positive patients was developed by RPA and demonstrated improved
concordance vs the AJCC, 8th edition system (C statistic, 0.690 vs 0.666).
Comment: This is a fascinating and extensive report examining the staging system for stage III or node positive
disease. The current AJCC staging system is based on a prospectively accrued database and the authors of this
study set out to understand some of the anomalies in the current staging system. For instance patients with N1b
disease had worse survival than patients with N1c and N2a disease but similar to patients with N2c disease (a,b,c
refer to clinically occult vs apparent nodes and in transit disease respectively). The authors used a training set of
106,000 patients and a validation set of 86,000. In summary they found that increasing lymph node numbers was
associated with increasing risk of death without plateau and that clinical detection (rather than occult or sentinel
lymph node biopsy (SNB) positive disease) and in transit metastasis were associated with relative increases in
mortality of 35% and 48% respectively. This allowed them to describe an alternative staging system, which
eliminated the anomalies noted above. The strength of this study is the very large numbers in the training and
validation sets but it was a retrospective study. The AJCC staging system for melanoma is a prospective study
and has undergone repeated refinements and will likely continue to do so with further editions but for the time
being remains the gold standard.
Reference: JAMA Surg 2021 Nov 1;156(11):e214298
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Crossover and rechallenge with pembrolizumab in
recurrent patients from the EORTC 1325-MG/Keynote-054
phase III trial, pembrolizumab versus placebo after
complete resection of high-risk stage III melanoma

Preexisting immune-mediated inflammatory disease
is associated with improved survival and increased
toxicity in melanoma patients who receive immune
checkpoint inhibitors

Authors: Eggermont AMM, et al
Summary: Patients with stage III cutaneous melanoma with complete resection of
lymph nodes were randomised to receive intravenous pembrolizumab (n = 514) or
placebo (n = 505) every 3 weeks, up to 1 year. On recurrence, patients could enter
part 2 of the study: pembrolizumab every 3 weeks up to 2 years, for crossover (those
who received placebo) or rechallenge (those who had recurrence ≥6 months after
completing 1-year adjuvant pembrolizumab therapy). In the placebo group, 298 patients
had a disease recurrence, in which 155 (52%) crossed over. In the pembrolizumab
group, 297 patients completed the 1-year treatment period; 47 had a recurrence
≥6 months later, in which 20 (43%) were rechallenged. In the crossover group, the
median progression-free survival (PFS) was 8.5 months and the 3-year PFS rate was
32%. Among 80 patients with stage IV evaluable disease, 31 (39%) had an objective
response: 14 (18%) patients with complete response (CR) and 17 (21%) patients with
partial response. The 2-year PFS rate from response was 69%. In the rechallenge
group, the median PFS was 4.1 months.

Authors: Gulati N, et al
Summary: The study cohort included 483 melanoma patients treated with immune
checkpoint inhibitors (ICIs) and enrolled in a prospective clinicopathological database.
Of these, 74 had pre-existing immune-mediated inflammatory disease (pre-IMID) and
409 did not. In patients receiving ICI as standard of care, pre-IMID was significantly
associated with immune-related adverse events (irAEs) (p = 0.04) as well as improved
PFS (p = 0.024) and OS (p = 0.007). There was no significant association between
pre-IMID and irAEs (p = 0.54), PFS (p = 0.197), or OS (p = 0.746) in patients treated
through a clinical trial. It was noted pre-IMID was significantly associated with improved
OS in females (p = 0.012), but not in males (p = 0.35).

Comment: In the original KEYNOTE 054 study, patients with stage III disease
were randomised to adjuvant pembrolizumab or placebo with planned introduction
of pembrolizumab in the placebo arm and reintroduction in the treatment arm
(>6 months after finishing treatment). The objective response rate for patients
with metastatic disease in the placebo crossover group was 39% (18% CR). These
results are consistent with other reports of anti-PD-1 therapy for treatment naïve
patients with advanced disease. Similarly, re-introduction of anti-PD-1 therapy was
associated with a considerably lower ORR (11%). It must be noted that many of the
patients who received single-agent anti-PD-1 therapy for recurrent disease would
now be considered for combination anti-CTLA-4 and PD-1 therapy.
Reference: Eur J Cancer 2021 Oct 18;158:156-168
Abstract

Circulating tumour DNA (ctDNA) in metastatic
melanoma, a systematic review and meta-analysis
Authors: Gracie L, et al
Summary: The meta-analysis included 19 studies published within the last 5 years
evaluating ctDNA in ≥10 patients. The authors grouped studies according to methodology
of ctDNA detection and found combined estimate for HR of PFS (13 studies using droplet
digital PCR (ddPCR) methodology (n = 1,002) of 2.10 revealing a poorer prognosis when
ctDNA was detected. They confirmed this result in the smaller analysis of (non-ddPCR,
n = 347) five studies: HR = 2.45. Similar findings were found in the overall survival (OS)
analysis of nine studies (ddPCR methodology, n = 841) where the combined HR was 2.78
and of the five studies (non-ddPCR methodology, n = 326) where the combined HR was
2.58. The authors noted serial ctDNA levels on treatment showed a pharmacodynamic
role reflecting response or resistance earlier than radiological assessment.
Comment: The search for effective biomarkers in patients with melanoma continues.
Circulating tumour DNA has been shown to be predictive and prognostic but has not
been incorporated into routine practice. This study was a meta-analysis (13 studies
1,002 patients), which confirmed the overall impression that detectable ctDNA,
was associated with poorer outcomes. The authors noted several issues with the
data including standardisation of analytical methodologies, the use of reproducible
and agreed cut-off levels for detection and the time course after treatment. The
authors suggest that ctDNA may have a role in assessing response to treatment
but until this can be comprehensively demonstrated within clinical trials it is likely
that ctDNA will remain of interest only.
Reference: Eur J Cancer 2021 Oct 30;158:191-207
Abstract

Kindly
Supported
by

www.researchreview.com.au

Comment: The use of ICIs in patients with pre-IMID is controversial. To a large extent
these patients were excluded from trials and to date relatively small retrospective
reports including a meta-analysis have not clarified their use. This is another small
study (n = 74) and the results must therefore be interpreted with caution. This report
included asthma, which accounted for over one half of the patients followed by IBD,
psoriasis and rheumatoid arthritis as the other major diagnoses. Although the authors
suggest that survival is superior in patients with pre-IMID but in fact this was limited
to those treated outside of a clinical trial ie, received standard of care and appeared
to be limited to females. Not surprisingly toxicity was significantly higher than in a
comparison group of patients without pre-IMID. This paper raises more questions
than answers and highlights the need for more real-world data.
Reference: Cancer Med 2021 Nov;10(21):7457-7465
Abstract

Association between melanoma detected during
routine skin checks and mortality
Authors: Watts CG, et al
Summary: This Australian prospective, population-based, cohort study included patients
who were diagnosed with melanoma over 1 year from October 2006 and followed up
until 2018 (mean length of follow-up, 11.9 years) by using linked mortality and cancer
registry data. Of 3,932 recorded melanomas, data were available and analysed for 2,452
(62%; 1 per patient) with primary in situ (n = 291) or invasive (n = 2,161) cutaneous
melanoma. Of the 2,452 patients included in the analyses 35% of patients had their
melanoma detected during a routine skin check, 47% self-detected their melanoma, 12%
had their melanoma discovered incidentally when checking another skin lesion, and 6%
reported “other” presentation. The researchers reported routine skin-check detection of
invasive melanomas was associated with 59% lower melanoma-specific mortality (subHR
0.41; P < 0.001) and 36% lower all-cause mortality (HR 0.64; P < 0.001), adjusted for
age and sex, compared with patient-detected melanomas. They noted after adjusting
for prognostic factors including ulceration and mitotic rate, the associations were 0.68
(P = 0.13), and 0.75 (P = 0.006), respectively. Factors associated with higher odds of
routine skin-check melanoma detection included being male (female vs male, OR 0.73;
P = 0.003), having previous melanoma (vs none, OR 2.36; P < 0.001), having many
moles (vs not, OR 1.39; P = 0.02), being 50 years or older (eg, 50-59 years vs <40 years,
OR 2.89; P < 0.001), and living in nonremote areas (eg, remote or very remote vs major
cities, OR 0.23; P = 0.003).
Comment: Population-based screening for melanoma is not justified by the currently
available data although interest has increased of recent due to improvements in
technology and training, definition of high risk groups, et cetera. This was a populationbased study examining outcomes in patients detected through routine skin checks
as a proxy for population screening. 35% of the melanomas were detected by the
primary care physician (screening). With a mean 12 year follow-up all-cause mortality
was reduced for patients with screening detected melanoma but this did not translate
into improved melanoma specific survival. The authors put the improved all-cause
mortality down to socio-demographic factors including health seeking behaviour. As to
the melanoma specific mortality possible explanations include the observation that the
screen detected melanomas tended to be early-stage whereas melanomas detected
by the patient were more advanced lesions. Only a large study will resolve the issue
of population screening but whether the trial is feasible given the large number of
patients to be recruited and followed for a prolonged period has not been established.
Reference: JAMA Dermatol 2021 Nov 3;e213884
Abstract
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KEYTRUDA AS AN
ADJUVANT TREATMENT:
HELPING PATIENTS
WITH RESECTED
MELANOMA LIVE THEIR
LIVES WITHOUT
RECURRENCE*1,2
*RECURRENCE-FREE SURVIVAL was significantly improved for KEYTRUDA vs placebo
in KEYNOTE-054 in patients with melanoma with involvement of lymph node(s)
following complete resection, number of events 135/514 (26%) vs 216/505 (43%),
HR 0.57 (98.4% CI: 0.43–0.74), p<0.001, overall median follow-up of 15.1 months.

PSB LISTED3
Criteria apply, see www.pbs.gov.au

SELECTED SAFETY INFORMATION
• Immune-mediated adverse reactions (ImAEs), including severe and fatal cases, have occurred in patients receiving KEYTRUDA. These
have included but are not limited to: pneumonitis, colitis, hepatitis, nephritis, endocrinopathies, severe skin reactions and severe
infusion reactions. ImAEs have occurred after discontinuation of KEYTRUDA, may affect more than one body system and can occur
simultaneously.1
• The safety of KEYTRUDA was evaluated in 2799 patients with unresectable or metastatic melanoma or metastatic NSCLC. The most
common treatment-related serious AEs were: pneumonitis, colitis, diarrhoea, and pyrexia. The most common treatment related
adverse reactions (reported in >10% of patients) were: fatigue, pruritus, rash, diarrhoea, and nausea. The overall safety profile of
pembrolizumab for the adjuvant treatment of melanoma was generally similar, with ImAEs the predominant significant toxicity.1
• In KEYNOTE-054, the most common adverse reactions (occurring in ≥15% of patients who received KEYTRUDA) were fatigue/
asthenia, diarrhoea, pruritus and rash.2

The Product Information is available at www.msdinfo.com.au/keytrudapi
Study design: KEYNOTE-054 was a multicentre, randomised, double-blind, placebo-controlled trial in patients aged >18 years of age with completely resected stage IIIA (>1 mm lymph
node metastasis), IIIB or IIIC melanoma with no in-transit metastases as defined by AJCC 2009 (7th edition). Exclusion criteria included active autoimmune disease, a medical condition that
required immunosuppression, mucosal melanoma, ocular melanoma, ECOG PS >1, uncontrolled infections, use of systemic glucocorticoids, and previous systemic therapy for melanoma.
In part 1 of the trial (adjuvant), patients were randomised to receive KEYTRUDA 200 mg Q3W (n=514) or placebo IV Q3W (n=505). Patients were treated for 18 doses or until disease
recurrence, unacceptable toxicity, protocol violation or withdrawal of consent. The primary efficacy endpoints were RFS in the whole population and RFS in the subgroup with PD-L1
positive tumours.1,2
References: 1. KEYTRUDA Approved Product Information, http://msdinfo.com.au/keytrudapi. 2. Eggermont AMM et al. Adjuvant Pembrolizumab versus Placebo in Resected Stage III
Melanoma. N Engl J Med 2018; 378(19): 1789–801. 3. Australian Government Department of Health. Pharmaceutical Benefits Scheme (PBS). Available at: www.pbs.gov.au Accessed 1
January 2021.
AEs: adverse events. AJCC: American Joint Committee on Cancer. ECOG PS: Eastern Cooperative Oncology Group performance status. NSCLC: non-small-cell lung cancer.
PD-L1: programmed death-ligand.
Copyright © 2021 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA. All rights reserved.
Merck Sharp & Dohme (Australia) Pty Limited. Level 1 – Building A, 26 Talavera Road, Macquarie Park NSW 2113. AU-OOC-00134. First issued January 2021. ONC1727.
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Regression in melanoma is significantly
associated with a lower regional recurrence rate
and better recurrence-free survival
Authors: Subramanian S, et al
Summary: This large multicentre study used data from 4,790 patients (median
follow-up was 39.6 months), to assess the correlation of regression with recurrence.
Regression and recurrences were seen in 1,081 (22.6%) and 773 (16.1%) cases,
respectively. First-site locoregional and distant recurrences were seen in 412 (8.6%)
and 352 (7.3%) patients, respectively. Regression was seen in 15.8% and 24.7% of
all cases with and without recurrences (p < 0.0001), respectively, while regression
was seen in 14.3% and 17.9% of first-site locoregional and distant recurrent cases,
respectively, compared with 23.3% and 22.9% of patients with regression and
without first-site locoregional and distant recurrences, respectively (P = 0.29).
After controlling for age, gender, thickness, ulceration, lymphovascular invasion,
and sentinel lymph node status, regression significantly predicted improved RFS
(P = 0.004) and fewer first-site regional recurrences (P = 0.017).
Comment: It has long been presumed that regression in the primary melanoma
indicates an immune mediated inflammatory response against tumour, however,
the results in the literature are far from clear. This report is one of the largest
to date and similarly to the recent report from Melanoma Institute of Australia
(El-Sharouni MA, et al. A Dermatol. 2021 Feb 1;157(2):166-173) has confirmed
the association with improved outcomes. On both multivariate and univariate
analysis locoregional recurrence as a first event and relapse free survival were
significantly associated with regression, which was associated with improved
overall survival on univariate analysis but not multivariate analysis. Although
a standard definition of regression was used in this multi-institutional study
there was no central review and the extent of regression was not available.
Given the large number of patients in this study and similar results from the
even larger Australian-Dutch study and a slightly older meta-analysis, the
evidence strongly supports an association between improved outcomes and
regression in the primary tumour.
Reference: J Surg Oncol 2021 Sep 17. Online ahead of print.
Abstract

FDG-PET to predict long-term outcome from anti-PD1
therapy in metastatic melanoma
Authors: Dimitriou F, et al
Summary: The retrospective analysis previously showed that 75% of metastatic
melanoma patients treated with anti-PD-1 who have not progressed by 1 year
have complete metabolic response (CMR). In this article the authors report on the
5-year outcomes. Of the study cohort of 104 patients, at the median follow-up of
61 months from 1-year PET, 94% remained alive and all but one had discontinued
treatment after a median treatment duration of 23 months. Disease progression
occurred in 19 patients (18%). RECIST PFS rate at 5 years after PET was higher in
complete response (CR) compared with partial response (PR)/stable disease (SD)
(93% versus 76%, respectively) and CMR compared with non-CMR (90% versus
54%, respectively). In patients with PR, 5-year PFS rate was superior in CMR
(88% and 59%). A total of 35 (34%) patients (14/29 in CR, 31/78 in CMR)
discontinued treatment within 12 months with no impact on PFS rate compared
with those that continued (84% versus 78%). The authors concluded despite
progression events, OS rate at 5 years was excellent and similar in patients with
CR and PR/SD (100% versus 91%, respectively) as well as in those with CMR
and non-CMR (96% versus 87%, respectively).
Comment: The aim of this study was to evaluate the prognostic significance
at 5 years of response determined by the extent of metabolic response and
RECIST criteria after 12 months of anti-PD-1 therapy. 75% achieved a PET scan
CMR at one year although most patients had only a PR by RECIST criteria. The
combination of CMR and a RECIST CR indicated only slightly higher survival than
CMR and a RECIST PR (PFS 5 years 94% v 88%). Survival among patients with
less than a CMR was significantly poorer. This study provides long-term data
confirming sustained control for patients with a CMR who had not progressed
on RECIST or clinical grounds after 12 months of anti-PD-1 therapy. Patients
who had less than a CMR had at least a 50% risk of further recurrence.
Further data is required before the use of PET metabolic response can be
used to shorten the duration of anti-PD-1 therapy or initiate an early switch.
Reference: Ann Oncol 2021 Oct 21. Online ahead of print
Abstract
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More sentinel lymph node biopsies for thin melanomas
after transition to AJCC 8th edition do not increase
positivity rate: A Danish population-based study of 7148
patients
Authors: Weitemeyer MB, et al
Summary: The researchers compared the outcome of patients diagnosed with T1 melanomas
(Breslow thickness ≤1 mm) during 2016-2017 as per AJCC 7th edition (n = 3,414) and 20182019 as per AJCC 8th edition (n = 3,734). They showed more SNBs were performed in the
AJCC8 cohort compared to the AJCC7 (22.2% vs. 16.2%, p <0.001), with no significant
difference in positive sentinel lymph nodes (+SLN) rates (4.7% vs 6.7%, P = 0.118). In the
AJCC7 + SLN subgroup, no melanomas were ulcerated, 94.6% had mitotic rate ≥1, 67.6%
were ≥0.8 mm and 32.4% would be T1a according to AJCC8. In the AJCC8 + SLN subgroup,
10.3% were ulcerated, 74.4% had mitotic rate ≥1, 97.4% were ≥0.8 mm and 23.1% would
be T1a according to AJCC7. It was noted younger age and mitotic rate ≥1 were significant
predictors of +SLN.
Comment: One consequence of the new eighth edition AJCC staging system was
identification of patients with thin melanomas at increased risk in whom a SNB was
justified. Overall T1 melanomas (<1 mm) have a SNB positive rate of <5%. Patients with
a melanoma 0.8-1.0 mm or any ulcerated T1 melanoma were designated as T1b and
most guidelines recommended SNB for this group who had a higher risk of a positive
SNB. This large population based study looked at patients undergoing SNB immediately
before and after the introduction of the new staging system (2019). The number of SNB
increased under the new staging system but the positivity rate did not change. Mitotic
rate and young age were associated with a higher risk of SNB positivity. Unfortunately this
study has confirmed there is still a way to go in identifying patients with thin melanomas
who may benefit from SNB.
Reference: J Surg Oncol 2021 Oct 21. Online ahead of print
Abstract

Antitumor activity of ipilimumab or BRAF ± MEK
inhibition after pembrolizumab in patients with advanced
melanoma: Analysis from KEYNOTE-006
Authors: Long GV, et al
Summary: In the phase III KEYNOTE-006 study, patients with unresectable stage III/IV
melanoma received pembrolizumab or ipilimumab. This post hoc analysis evaluated outcomes with
ipilimumab or BRAF ± MEK inhibitors (BRAFi ± MEKi) as first subsequent systemic therapy
after pembrolizumab. Of 555 pembrolizumab-treated patients, first subsequent therapy
was ipilimumab for 103 (18.6%) and BRAFi ± MEKi for 59 (10.6%). Median follow-up was
46.9 months.
In the subsequent ipilimumab group, ORR with previous pembrolizumab was 17.5%; 79.6% had
discontinued pembrolizumab due to progressive disease (PD); median OS was 21.5 months.
ORR with subsequent ipilimumab was 15.5%; 11/16 responses were ongoing. ORR with
subsequent ipilimumab was 9.7% for patients with PD as best response to pembrolizumab.
Median OS from ipilimumab initiation was 9.8 months.
In the subsequent BRAFi ± MEKi group, ORR with previous pembrolizumab was 13.5%; 76.3%
had discontinued pembrolizumab due to PD; median OS was 17.9 months. ORR with subsequent
BRAFi ± MEKi was 30.5%, 7/18 responses were ongoing. Median OS from BRAFi ± MEKi
initiation was 12.9 months. ORR for BRAFi ± MEKi-naïve patients who received subsequent
BRAFi ± MEKi was 43.2%; 6/16 were ongoing.
Comment: This study was a post-hoc analysis of KEYNOTE 006 (ipilimumab vs
pembrolizumab) investigating outcomes for second-line treatment with ipilimumab or
BRAF/MEK inhibition (BRAF/MEKi) after progression on anti-PD-1 therapy. The extent of
the initial response to first-line therapy with pembrolizumab impacted subsequent response
to either ipilimumab or BRAF/MEKi. Patients who received second-line BRAF/MEKi had
a better response rate if they were BRAF/MEKi treatment naïve. These results provide
further evidence that BRAF/MEKi or ipilimumab is reasonable after failure after first line
pembrolizumab with little evidence of cross resistance between anti-PD-1 and anti-CTLA-4
checkpoint inhibitors.
Reference: Ann Oncol 2021 Oct 25. Online ahead of print
Abstract
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A survey of surgical management of the sentinel node
positive melanoma patient in the post-MSLT2 era
Authors: Downs JS, et al
Summary: The authors explored how surgeons’ clinical practice had shifted in
light of evidence from recent trials demonstrating no melanoma-specific survival
advantage for completion lymph node dissection (CLND) in patients with a positive
SNB. Survey invitations were extended to 212 surgeons across 17 countries and
65 responded. At survey, 5% of respondents reported routinely recommending
CLND and 55% recommend CLND in selected cases. The authors noted important
factors for surgical decision-making included size of SLN deposit, number of positive
SLNs and likely compliance with the surveillance regimen.
Comment: This report documents the change in practice for patients with
a positive SNB following dissemination of results of the Multicentre Selective
Lymphadenectomy Trial II and German DECOG Trial both of which highlighted
the lack of a benefit from CLND for these patients. A previous survey found
92% of respondents favoured CLND prior to these results. The authors report
that the introduction of effective systemic therapy most likely had an impact on
this change in practice in addition to the published results. There was variable
agreement about the role for CLND but patients with large or multiple lymph
node metastases and concerns regarding patient compliance with recommended
follow up were highlighted as worth considering for CLND.
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Independent commentary by Professor Michael Henderson.
Michael A Henderson is Professor of surgery in the University of Melbourne
and surgeon in the multidisciplinary Melanoma and Skin Service at the Peter
MacCallum Cancer Centre in Melbourne. He is a graduate of the University
of Melbourne and after obtaining a Fellowship of the Royal Australasian
College of Surgeons spent 2 1/2 years undertaking a fellowship in surgical
oncology at the University of Texas MD Anderson Cancer Centre. His clinical
practice is confined to surgical oncology. His major clinical interests are in
the management of patients with melanoma and maintains an active clinical
and translational research interest in melanoma. He led a major international
multicentre study of adjuvant radiotherapy after link for melanoma and is
currently the principal investigator of a multicentre international trial of margins
of excision of intermediate and thick melanoma (MELMART).
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Reference: J Surg Oncol 2021 Dec;124(8):1544-1550
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