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In recent years, the diagnosis of in situ melanoma (MIS),
considered of excellent prognosis, has increased.! Some au-
thors have reported isolated cases of MIS presenting recur-
rence, metastasis and death.?® However, so far, no study has
identified the causes of this unexpected behavior.

Cook et al (2002), studying thin metastasizing melanomas,
suggested that those lesions with follicular invasion and expan-
sive junctional nodules should be considered vertical growth
phase melanomas. They also described a case without these
or others features of high-risk lesion, that still metastasized.*

Kutzner et al (2012) reported a new variant of superfi-
cial spreading melanoma based on histological and genetic
evidence consisting exclusively or predominantly by large, ir-
regular, atypical melanocytic junctional nests. The authors em-
phasized that the 11 cases were initially diagnosed as MIS and,
after several serial sections, atypical melanocytes infiltrating
the dermis were identified in five cases.®

We identified 445 cases of primary MIS in two hospitals of
Rio de Janeiro state, between 1998 and 2010, reviewing the
slides to classify them as "large nests in situ melanomas" and
other histopathological aspects. All cases were treated surgically
with, at least, 5 mm free margins. The results were correlated to
the outcome. For those "large nests in situ melanomas", we used
Aperio ImageScope system to measure the largest nest diameter.

Correspondéncia: Luciana Pantaledo

Rua Raimundo Correa, 39/701 - Copacabana, Rio de Janeiro, RJ
ZIPcode: 22040-041, Brazil

Tel.: 55 (21) 21350488

E-mail: lupantaleao@yahoo.com.br

Eighteen cases (4.04%) presented almost exclusively by
large irregular nests, matching the description of the variant
reported by Kutzner et al.> Among these, we identified a pa-
tient who developed recurrence 61 months after the diagnosis.
Five patients between the other 427 cases presented recurren-
ce and three developed regional metastasis.

The correlation between this variant and the occurrence
of relapse or metastasis showed no statistical significance by
Fisher exact test (a=0.05, p=0.313). However, considering
the size of the junctional nests, the largest nests were found
in the only case of recurrence among the 18 cases with large
nests, except one of the group with no recurrence (Fig. 1). This
difference was relevant on Student t test (1=-7.270; f.g.=16;
p<0.0001). Although we had a case in the group without re-
currence with nests of a similar diameter, the presence of other
16 cases with much smaller nests in the same group allowed
statistical support for this finding.

Among those eighteen cases, twelve had also anexotropism
and three showed late regression, but none of these variants
(anexotropism and regression) had statistically significant cor-
relation with recurrence and/or metastasis.

Our findings agree with the concept of expansive junctional
nodules as high-risk feature previously reported by Cook et al
in 2003* and Kutzner et al in 2012.3
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Figura 1 - Largest nest diameter of 18 MIS showing almost exclusive
large nests and development of recurrence or metastasis (p<0.0001).

We have found one case of MIS with local recurrence, in
which the main histopathological feature was the predominan-
ce of expansive and large junctional nests. The papillary der-
mis showed a light fibrosis but, since there was no decrease of
the number of melanoma cells, these alterations have not filled
the criteria for regression. In search for melanoma cells in the
dermis serial sections were performed but those cells were not
found, confirming the initial diagnosis.

Although based in only one case, we believe that the size of
the nests could explain this unexpected behavior, since its lar-
gest nest (0.57mm - Fig. 2) was larger than the mean largest
nest size (0.3mm) of the group with no recurrence.

To our knowledge, this is the first time that expansive nests
have been measured and compared to outcome. Since there
are few studies on the subject in the literature, this finding
contributes to alert pathologists and clinicians about the im-
portance of recognizing this variant.

Figura 2 - Primary MIS with posterior recurrence: A) constituted almost
exclusively by large nests; B) the largest nest width measuring 0.57mm

(B) (H&E).
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Even though these rare cases of MIS with poor prognosis
remains unexplained, we believe that the presence and size
of expansive junctional nests must not be overlooked when
the diagnosis of MIS is suspected. One limitation of our study
is the small number of MIS with bad outcome and also with
large nests. Further studies with larger number of cases may
contribute to confirm this found and possibly establish a cut
off size for a large nest.
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