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SUMMARY

Previous reports proposed the concept and criteria of epidermotropic metastatic malignant melanoma
(EMMM): (a) dermal involvement equal to or broader than the epidermal involvement, (b) atypical
melanocytes within the dermis, (c) thinning of the epidermis, (d) widening of the papillary dermis
with an epithelial collarette, and (e) vascular invasion of atypical melanocytes. However, it remains
unclear whether EMMM also involves the mucosal epithelium. In this case, the patient was diagnosed
with EMMM based on the histopathological findings of the patient’s multiple skin lesions and clinical
course. The patient also developed metastasis to the hypopharynx. Although histopathological findings
of the lesion suggested the possibility of melanoma in situ, as the lesion included atypical melanocytes
in the mucosal epithelium, the clinical course supported the diagnosis of hypopharyngeal metastasis
from EMMM. This case suggests that EMMM may have epitheliotropic features not only in the skin

but also in the mucosa.

Keywords

Letter to the Editor,

Melanoma metastasis usually involved the dermis
and subcutaneous tissue and less frequently involves
the overlying epidermis (/). A previous report proposed
the concept of epidermotropic metastatic malignant
melanoma (EMMM) (2). It is often challenging to
recognize EMMM because its histopathological
appearance can mimic primary melanoma (3). Some
reports have described the histopathological criteria for
defining EMMM (3,4). However, it remains unclear
whether EMMM also involves the mucosal epithelium.
We herein report a case with an important finding of
hypopharyngeal metastasis from EMMM.

A 50-year-old man presented with an upper lip
melanoma at our hospital. The melanoma lesion was
resected and reconstructed using a cross-lip flap. Right
cervical lymph node dissection was performed, because
metastasis was found in the sentinel lymph node. A
BRAF mutation was not detected in the primary tumor
sample. Two months after operation, a small pigmented
macule developed in the hypopharynx (Figure la).
Biopsy of the lesion revealed localized melanoma within
the mucosal epithelium and in the subepithelial layer
(Figures 1b and 1c). It was difficult to determine whether
it was a new primary lesion or a melanoma metastatic

metastasis to mucous membranes, epidermotropism, hypopharyngeal metastasis

to the mucosa at this point. Three months later, multiple
pigmented macules were observed on the face and genital
area of the patient (Figures 2a and 2b). At the same time,
computed tomography (CT) revealed multiple frosted
glassy shadows in the lungs (Figure 2c).

Skin biopsies were performed for several pigmented
macules. Histopathologically, the patient's skin lesions
exhibited some characteristic features of EMMM (Figures
2e-2h): the epidermal component was limited to the area
above the dermal component; the epidermal and dermal
components contained large atypical melanocytes; and
angiotropic spread of atypical melanocytes was observed
around the dermal blood vessels. Regarding pulmonary
lesions, CT-guided biopsy revealed metastatic melanoma
with lepidic growth (Figure 2d).

We diagnosed the patient with EMMM based on the
histopathological findings of the patient's skin lesions
and clinical course. Additionally, the clinical course
supported the diagnosis of hypopharyngeal metastasis
from EMMM. The lesions included atypical melanocytes
in the mucosal epithelium, suggesting epidermotropism.

We observed an important clinical characteristic
of EMMM, which is epitheliotropic features in the
hypopharynx. To our knowledge, this is the first report
on the histopathological finding of hypopharyngeal
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Figure 1. Histopathological findings of hypopharyngeal metastasis from epidermotropic metastatic malignant melanoma. (a) Clinical findings
of the pigmented macule in hypopharynx. (b) Histopathological findings of the hypopharyngeal lesion (hematoxylin-eosin). Scale bar = 100 pm. (c)
Immunohistochemical analysis with HMB-45 antibody (#M063401, Agilent, Santa Clara, CA, USA) and with Giemsa as a counterstain. Scale bar =

100 pm.

Figure 2. Clinical features and histopathology. (a,b) Clinical findings of multiple pigmented macules in the face and genital area. (¢) Computed
tomography findings of multiple frosted glassy shadows in the lung. (d) Histopathological findings of lung lesions (hematoxylin-eosin). Scale
bar = 100 um. (e,f) Histopathological findings of the skin lesion (hematoxylin-cosin). (e) Scale bar = 500 um. (f) Scale bar = 100 pum. (g)
Immunohistochemical analysis of the skin lesion with HMB-45 antibody (#M063401, Agilent, Santa Clara, CA, USA) and with Giemsa as a
counterstain. Scale bar = 100 pm. (h) Immunohistochemical analysis of the skin lesion with MART-1 antibody (#413381, Nichirei Bioscience Inc,

Tokyo, Japan) and with Giemsa as a counterstain. Scale bar = 100 pm.

metastasis from EMMM.

In 1978, Kornberg et al. (2) proposed the EMMM
concept and criteria: (a) dermal involvement equal to
or broader than the epidermal involvement, (b) atypical
melanocytes within the dermis, (c) thinning of the
epidermis, (d) widening of the papillary dermis with an
epithelial collarette, and (e) vascular invasion of atypical
melanocytes. Furthermore, some reports showed that the
presence of angiotropism is suggestive of EMMM (5-9).
In this case, the patient's multiple skin lesions exhibited
some characteristic histological features of EMMM.

The patient was diagnosed with EMMM based on the
histopathological findings of patient's multiple skin
lesions and clinical course.

A previous study indicated that gastric metastasis
from EMMM may include atypical melanocytes in
the superficial mucosa (/0). However, little is known
about the histopathological findings of hypopharyngeal
metastasis of EMMM. In this case, atypical melanocytes
were localized to the mucosal epithelium and in the
subepithelial layer of the hypopharyngeal lesion.
Although it was difficult to determine whether that is
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a new primary lesion or a melanoma metastatic to the
mucosa, the clinical course supported the diagnosis
of hypopharyngeal metastasis from EMMM. This
finding is similar to that of a previous report on gastric
metastasis (/0). These suggest that EMMM may have
epitheliotropic features not only in the skin but also in
the mucosa. However, further investigations are required
to confirm the histopathological findings of mucosal
metastasis from EMMM.
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