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To the Editor,

Traditionally, melanomas are managed with a two-staged
surgical approach. First, a so-called “diagnostic” excision is
performed with predefined clinical margins of 1-3 mm, fol-
lowing European guidelines [1]. If melanoma is confirmed,
a subsequent wide local excision (WLE) is recommended re-
gardless of the histopathological margin status obtained with
the first excision. In contrast to all other cancer surgeries, the
purpose of the diagnostic excision is thus reduced to simply
providing a histopathological classification of the melanoma
when it could potentially also serve a curative purpose. This
two-stage practice is rooted in historical principles rather
than being based on scientific evidence and persists despite
the lack of data demonstrating improved melanoma-specific
survival [2]. Given this, along with the rising incidence (and
probable overdiagnosis) of melanoma in situ (MIS) and thin
invasive melanomas, which have excellent prognosis, it is
time to critically reassess this long-standing “one-size-fits-
all” two-staged excision policy for melanoma.

Over the past decades, the recommended clinical surgical
margins for WLE have progressively narrowed from 3-5 cm

to 1-2 c¢m, largely due to evidence from several randomized
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controlled trials that found no significant difference in recur-
rence rates, overall survival, or melanoma-specific survival
with wider margins [2]. Today, the recommended clinical
surgical margins for WLEs are 5 mm for melanoma in situ,
1 cm for thinner invasive melanomas (<2.0 mm Breslow
thickness), and 2 cm for thicker invasive melanomas [1]. The
historic reasoning behind the need for WLEs has been two-
fold: to reduce the risk of local recurrences by potentially
removing residual melanoma and to detect and remove mi-
crosatellites in the hopes of preventing regional metastases.
In regard to the first reason, a population-based study
from the Netherlands including 31,802 early melanomas
(8,362 MIS and 23,440 pT1 melanomas, i.e., with Breslow
thickness <1.0 mm) recently showed that residual melanoma
was only found in 1.1% of the WLE specimens following a
prior diagnostic excision with clear histopathological mar-
gins [3]. With regard to recurrence rates, another recent
nationwide Dutch study showed no significant differences
in recurrence rates among 5,918 melanoma patients un-
dergoing WLE and 204 in which no WLE was performed
[4]. Other recent but smaller Greek and UK studies on
patients with non-lentiginous MIS showed no recurrence

among 30 and 46 cases, respectively, that did not undergo



WLE (follow-up 8.1 years [median] and 2.5 years [mean],
respectively) nor among the 23 and 20 patients, respectively,
that underwent WLEs with narrower than 5-mm clinical sur-
gical margins (follow-up 4.3 years [median] and 2.5 years
[mean], respectively) [5].

With regard to the detection and removal of microsat-
ellites, this is mainly an issue affecting thicker melanomas.
Studies have shown that microsatellites are extremely rare
in thin (pT1) melanomas, occurring in only 0.1-0.2% of
cases [3,6]. Furthermore, the presence of microsatellites al-
ready indicates regional spread of the disease, and it remains
unclear whether additional surgery in such cases would ac-
tually provide a survival benefit.

Although the risks are seemingly negligible, the historic
desire to ensure complete removal of residual melanoma
and microsatellites clearly stems from the limitations of the
initial diagnostic excision with such narrow clinical surgi-
cal margins. As mentioned, the primary diagnostic excision
focuses mainly on confirming melanoma, with little or no
attention paid to the actual histopathological margins ob-
tained. Regrettably, such narrow clinical surgical margins
lead to incomplete excision rates of 7-24% [7]. More-
over, most completely excised cases will have very narrow
(<1 mm) histopathological margins, raising concerns about
whether these are truly sufficient, especially when analyzing
the excised tissue using traditional bread-loaf sectioning with
potential sampling errors. Although there is no consensus on
what histopathological safety margins can be considered suf-
ficient, 1 mm has been proposed for sharply demarcated (i.e.,
non-lentiginous and non-desmoplastic) melanomas [8]. If so,
the recommended 1-3 mm clinical surgical margins used in
diagnostic excisions of melanomas should be reconsidered
and increased to 5 mm to ensure sufficiently clear histo-
pathological margins. For sharply demarcated melanomas,
this would essentially eliminate incomplete excisions entirely
and guarantee safer histopathological margins in practically
all cases.

In recent decades, increased patient awareness and
advances in dermoscopy have facilitated earlier detec-
tion, shifting the spectrum of diagnosed melanomas to-
ward MIS and thin invasive lesions [5]. Since 2021, the
Swedish national guidelines for melanoma only require
a single excision for MIS as long as the obtained histo-
pathological margins are >2 mm [9]. Thus, when a preop-
erative prediction of MIS is made, slightly larger clinical
surgical margins of approximately 5 mm can be used di-
rectly to ensure complete excision with the required histo-
pathological margins for all cases of MIS (including most
lentigo maligna with a smaller diameter and well-defined
borders). Nowadays, this “wise” one-step surgical ap-

proach for melanoma surgery for MIS is favored by an

increasing number of dermatologists over the old-fash-
ioned “wide” two-step surgical approach with its obvi-
ous drawbacks in terms of added patient morbidity and
discomfort, unnecessary use of healthcare resources, and
increased costs.

This marks a significant departure from traditional
WLE principles and acknowledges that the histopathologi-
cal margins obtained, rather than arbitrarily assigned clin-
ical surgical margins, should dictate the need for further
surgical management. While this principle is now being
applied for MIS by dermatologists in Sweden, we are now
also aiming to extend the same logic to invasive melanomas
through the ongoing WoW (‘Wise or Wide’) trial.'* In this
prospective, randomized controlled trial, patients with pT1
melanomas completely excised with >1.5 mm histopatho-
logical margins are randomized (1:1) to WLE or no WLE
to assess non-inferiority in terms of recurrence rates at five
years (primary endpoint) and 10 years (secondary end-
point). In the near future, adopting “wise” clinical margins
for melanoma ensuring adequate histopathological clear-

ance may allow the first excision to also be the final one.
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