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Introduction

The term dysplastic nevus derives from Greek (dys = abnormal) and (plasis = growth)
and was coined to describe a distinct entity harbouring, in its name, a potential harm to the
host [1].In 1992, the National Institutes of Health Consensus Conference proposed to replace
the term with “nevus with architectural disorder with and without cytologic atypia” [2].
However, the old terminology continues to be widely used. By inserting dysplastic nevus as
an intermediate melanocytic lesion within the histologic morphobiologic spectrum of benign
versus malignant lesions, it was felt that a diagnostic “comfort zone” was provided where
diagnostic uncertainty on behalf of the pathologist may, in turn, guarantee re-excision of the
lesion by the clinician [3, 4].

Histopathologic Criteria

The World Health Organization (WHO) in 1991 defined dysplastic nevus as a histologic
entity which is distinct from common nevi, and with the diagnosis requiring both of two major
criteria (basilar proliferation of atypical melanocytes extending three rete ridges beyond the
dermal component; organization of proliferation in lentiginous or epithelioid cell pattern),
and at least two of the minor criteria (lamellar or concentric eosinophilic fibrosis; neovascu-
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Fig. 1. Dysplastic nevus. a Fairly well-circumscribed lentiginous and nested melanocytic proliferation ex-
tending three rete ridges beyond the dermal component (original magnification x40). b The lesion exhibits
elongation and fusion of the rete ridges, concentric and lamellar papillary dermal fibroplasia, a patchy lym-
phoid cell infiltrate, and occasional melanophages (original magnification x100). ¢ Mild to moderate cyto-
logic atypia (original magnification x200).

larization; inflammatory response; fusion of rete ridges) [5]. Duke University added a three-
level grading of cytologic atypia into mild, moderate, and severe. This was based on nuclear
size, morphology, euchromatism, nucleoli prominence, as well as cell diameter when
compared to basal keratinocytes [6] (Fig. 1). Issues arise in the setting of a diagnosis of
dysplastic nevus with severe atypia, which harbours the risk of misdiagnosing a melanoma
in situ [7].

Problems of Diagnostic Reproducibility

Pathologists rely on visual interpretation for diagnosing melanocytic lesions. However,
there is great variation amongst pathologists, particularly within the spectrum ranging from
dysplastic nevi with moderate atypia to early melanoma; such criteria are neither repro-
ducible nor accurate [8]. This is due to the overlapping morphologic features shared by
common nevi and melanoma [7], which makes the interpretation of dysplastic nevi cum-
bersome. Further complexity arises when a dysplastic nevus is adjacent to an early melanoma
in situ, and the question is whether they may represent part of a morphobiologic continuum
or not (Fig. 2, 3). Ultimately, grading atypia (mild, moderate, severe) is highly subjective, with
low interobserver agreement [9].
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Fig. 2. Excision of a clinically and dermoscopically diagnosed dysplastic nevus. a Scanning magnification
showing a well-demarcated melanocytic proliferation in the centre of the specimen (original magnification
x20). b—d At higher magnification, the lesion exhibits features of a dysplastic nevus with moderate atypia
(original magnifications b x100, ¢ x200, d x400).

New Genetic Insights

Numerous studies have been undertaken to identify molecular features distinguishing
dysplastic nevi from common nevi and melanoma [1]. In an attempt to overcome the limita-
tions of low interobserver agreement in the diagnosis of dysplastic nevi, a study has been
undertaken to assess whether the morphologic features of dysplastic nevi are genetically
driven and whether morphology may be the reflection of a genetic alteration, with the ultimate
risk of progression to melanoma [10]. Shain et al. [10] showed that there is a sequence of
genetic alternations during melanoma development, and that those melanocytic lesions with
one or more pathogenic alterations, such as dysplastic nevi, in their evolutionary model fall
into the “intermediate” category.

The Re-Excision Controversy

Given the above considerations, the histopathologic diagnosis of a dysplastic nevus
impacts patient management. While it is generally accepted that mildly atypical dysplastic
nevi which do not resemble melanoma do not require further treatment [7], recent studies
have shown low recurrence rates of dysplastic nevi with moderate atypia and positive histo-
logic margins [9, 11] and of dysplastic nevi with severe atypia [12], thus suggesting that
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Fig. 3. Area adjacent to the dysplastic nevus with melanoma in situ. a Scanning magnification of the same his-
tologic section as in Figure 2 showing loss of rete ridges with epidermal thinning and papillary dermal fibrosis,
suggestive of possible regression (original magnification x40). b, ¢ At higher magnification, an irregular len-
tiginous and nested melanocytic proliferation with scattered lymphocytes and melanophages with papillary
dermal fibrosis is observed extending to the peripheral margin (original magnifications x200). d Deeper sec-
tions of the peripheral margin further disclose the atypical intraepidermal melanocytes of melanoma in situ.
No invasive component was identified in numerous sections evaluated (original magnification x400).

re-excision may not be required [9, 11, 12]. Others advocate an upfront clear margin policy
in the re-excision of dysplastic nevi with a margin biopsy of 2.0 mm [13] or with complete
shave removal with clear margins [14]. It has also been suggested that the use of a non-
grading histologic diagnostic approach of dysplastic nevi may decrease the excision rate [15].
Nevertheless, providing an objective interpretation of a dysplastic nevus with severe atypia
at the light microscopic level still remains difficult, given its borderline morphology potentially
representing the early counterpart of the morphobiologic continuum with melanoma [4, 16].

Conclusion

It is hoped that the recent advances in genetics will shed light on the knowledge of
dysplastic nevus and resolve its morphologic conundrum distinguishing it from melanoma.
Incompletely excised dysplastic nevi with moderate and severe architectural and cytologic
atypia, in the setting of appropriate clinicopathologic correlation, should be best managed by
complete re-excision.
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