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Nodal Recurrence as Primary Driver of Early Relapse in Patients
with SLN-Positive Melanoma: What Does It Mean for Providers
and Patients?
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Since publication of the German Dermatologic Coop-

erative Oncology Group-Sentinel Lymph Node Trial

(DeCOG-SLT) and the Multicenter Selective Lym-

phadenectomy Trial II (MSLT-II) in the United States

within the last 5 years (2016 and 2017, respectively),

completion lymph node dissection (CLND) is no longer

routinely performed for patients presenting with primary

cutaneous melanoma and a positive sentinel lymph node

(SLN) as both studies failed to demonstrate improvements

in melanoma-specific survival for patients undergoing

CLND versus active surveillance.1,2 Furthermore, the

5-year recurrence-free survival (RFS) was similar between

groups in updated results from the DeCOG-SLT trial. In

contrast, the 3-year disease-free survival (DFS) reported in

MSLT-II was greater in the CLND group than in the active

surveillance group (68 ± 1.7% vs 63 ± 1.7%, P = 0.05);

the lower DFS in the active surveillance group was largely

due to nodal basin recurrences.1,3 Together, these studies

indicate that isolated primary nodal basin relapses do not

impact overall melanoma-specific survival. However,

recognition of patients at high risk of nodal recurrence after

a positive SLN, and the potential to prevent nodal basin

relapses after a positive SLN remain important to providers

and are certainly important to patients.

In this issue of Annals of Surgical Oncology, Mitra et al.

describe outcomes in 215 patients with a positive SLN who

were managed with active surveillance and adjuvant

systemic therapy (47% of patients), and no CLND.4 At

20 months median follow-up, isolated SLN basin recur-

rences were the most common first site of recurrent disease

occurring in 10% (n = 22/215) of patients. On multivariate

analysis, lymphovascular invasion, the presence of 2 or

more involved nodes, and[ 1 mm nodal deposit were

associated with higher rates of nodal relapse. In contrast,

isolated nodal basin recurrences were reported in 63/820

(7.7%) of the nodal observation group in MSLT-II. In

MSLT-II, only 33.2% of patients had SLN disease[ 1 mm

compared with 50.2% of patients in the Mitra et al. study.

Only 7% of patients in DeCOG had SLN disease[ 2 mm,

and patients with SLN extracapsular extension (EC) were

excluded from DeCOG whereas 10% (n = 21) of patients

had EC in the Mitra et al. study. This difference in study

populations, namely the relatively increased SLN burden in

the Mitra et al. study may explain the higher rates of iso-

lated nodal recurrence seen. SLN disease burden has long

been shown to be associated with non-sentinel lymph node

involvement.5 As such, patients should be counseled dif-

ferently about the risks of developing nodal recurrence

based on SLN disease burden, as not all patients with a

positive SLN have the same risk of nodal recurrence.

Indeed, patients with minimal disease burden in the SLN

(the large majority of patients in DeCOG and MSLT-II)

had a predicted and actual lower risk of isolated nodal

recurrence compared with patients with increased SLN

burden. Therefore, providers should emphasize intense

surveillance of the nodal basin, especially in patients with

increased SLN burden, and patients with increased SLN

burden should be advised that the risk for isolated node

basin recurrence may approach 10%. For patients who do

develop isolated primary node basin recurrence, therapeu-

tic lymph node dissection can then be considered. Rarely

are isolated node basin recurrences not amenable to
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surgical resection, which may be a component of a multi-

disciplinary approach to patients with isolated nodal basin

recurrences.

While 22/215 (10%) of recurrences occurred in the

lymph node basin only, 35 (16%) had a combination of

nodal plus distant, non-nodal locoregional, and/or distant

metastasis. Furthermore 13% (n = 28) of patients died

during the study with half of those deaths (n = 14) attrib-

uted to melanoma. Patients with increasing SLN disease

burden are not only at increased risk for nodal recurrence

compared with patients with a small disease burden in the

SLN, but larger SLN disease burden combined with unfa-

vorable primary tumor characteristics can also put patients

at increased risk of distant metastases. In the last 5 years,

concurrent with changes in nodal basin management,

multiple adjuvant systemic therapies have now been

approved for patients with SLN positive ([ 1 mm) disease

based on results of prospective randomized clinical trials

demonstrating improvements in recurrence-free survival

for patients who receive therapy.6,7 For example, in a

recently reported update of KEYNOTE-54 at the American

Society of Clinical Oncology in 2020, pembrolizumab

compared with placebo significantly prolonged distant

metastasis-free survival (3.5-year DMFS rate: 64 vs 44%;

HR 0.56, 95% CI 0.47–0.68) in patients with AJCC version

7 stage IIIA, B, and C melanoma at 3 years of follow up. In

the Mitra et al. study, 102 of 215 (47%) patients with a

positive SLN received adjuvant therapy. Surprisingly,

receipt of adjuvant therapy did not appear to improve

disease-free survival, which was 76% at 18 months for the

adjuvant therapy group and 74% at 2 years for the study

group as a whole. This could be due to the retrospective

nature of the study and selection bias; only 54% of patients

in the Mitra et al. study that met inclusion criteria for

KEYNOTE-54 and COMBI-AD received adjuvant therapy.

Additionally, all recently completed adjuvant therapy

studies also required CLND prior to trial entry, so it is also

possible that in the Mitra et al. study, the 10% (n = 22) of

patients with isolated nodal relapse contributed to the

higher recurrence rate in the adjuvant therapy group.

Notably, the distant disease control for the entire group in

the Mitra et al. study was 86% compared with a distant

disease control rate of 94% of patients in those receiving

adjuvant therapy; no direct comparison was made but it is

possible that systemic adjuvant therapy did improve distant

metastasis-free survival which would be consistent with

what has been reported in multiple prospective randomized

trials with modern and effective systemic melanoma

therapies.

While the potential for increased isolated nodal basin

recurrence after a positive SLN and no CLND does not

appear to affect overall survival (MSLT-II), the occurrence

of distant metastasis, or stage IV disease does negatively

impact survival. Adjuvant therapy has demonstrated sig-

nificant decreases in distant metastasis-free survival and

while overall survival data are pending for adjuvant

immune therapies, decreases in distant metastasis-free

survival are much more likely to impact overall survival.

Therefore, patients with increased SLN burden who remain

at risk for distant metastasis should be strongly considered

for adjuvant therapy, which significantly improves distant

metastasis-free survival. There is also ongoing work to

improve patient selection for adjuvant therapy so that

patients at low risk for the development of distant metas-

tasis can safely avoid adjuvant therapy.

Although isolated nodal recurrence may not impact

overall survival, cancer recurrence for patients can be

extremely distressing. The benefits of reducing both nodal

and distant recurrence and never having to say the words

‘‘your cancer is back’’ can be very powerful for patients.

Efforts to prevent recurrence in these patients need to be

balanced with the risks and toxicities of therapies, includ-

ing additional surgery. CLND does not eliminate isolated

nodal recurrence, with 1.3% (10 of 744) of patients in

MSLT-II experiencing isolated nodal relapse in the

immediate CLND arm. Lymphedema was observed in 24%

of patients in the CLND group compared with 6.3% in the

active surveillance group in MSLT-II. Therefore, use of

aggressive surgery with potential permanent morbidity that

does not impact overall survival is not warranted for the

vast majority of patients. Mitra et al. have proposed a study

examining the role of adjuvant nodal radiation and

immunotherapy for patients with increased SLN burden

(C 2 lymph nodes or[ 0.5 mm) to try to reduce nodal

basin recurrences. Further investigation into reducing the

risk of nodal recurrence should focus on patients with

positive SLN and higher SLN disease burden who are at

higher risk of both nodal and systemic recurrence. The rate

of isolated nodal recurrences in patients with higher SLN

disease burden suggested by this ‘‘real world’’ study is 10%

(n = 22/215), slightly higher than that seen in MSLT-II

(7.7%), although patients in MSLT-II had a lower disease

burden in the SLN compared with the present study pop-

ulation. Physicians should incorporate SLN disease burden

into the discussion with the patient and SLN disease burden

in combination with primary tumor characteristics should

be utilized to further delineate surveillance and adjuvant

therapy recommendations.
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