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Cover Letter

Dear editors and reviewers:

We acknowledge that our manuscript has been reviewed. We agree that this is an
important area that requires more detailed revisions. | am detailing the changes | have
made in response to the reviewers' comments point-by-point.

Reviewer #1:

® Comment 1: The authors describe an unusual case. | do agree that it has follicular
differentiation, in addition to probable both eccrine and apocrine differentiation (it's
somewhat difficult to assess from the photos). Based on the histological description
and figures, and clinical photo, it appears malignant. | am not convinced of its
classification and it may be better to call it "Neoplasm with fibroepithelioma of
Pinkus and hidradenomatous features”, although I do agree that it is difficult to
accurately classify it.
Response to Comment 1: We agree with the referee that this is an important point
and a very good suggestion. We revised the manuscript title and context according
to the referee’s suggestions. Thank for this comment very much.

In accordance with the referees’ wishes, we have made changes and supplements in the
revised manuscript. We thank the referees and Editorial Office for these comments.
Sincerely,

Po-Yuan Wu, MD

Department of Dermatology

China Medical University Hospital

2 Yude Road, Taichung 40447, Taiwan
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To the Editors:

Fibroepithelioma of Pinkus (FEP) has been generally considered to be an unusual variant of
basal cell carcinoma (BCC). However, some authors elucidated that FEP more closely resembles
trichoblastoma than BCC due to the contrast between FEP and BCC with respect to site of
occurrence, gender difference, relationship to sun damage, histopathologic features, and
immunohistochemical studies.® After reviewing the literature, there were five reported cases of
BCCs arising from the umbilicus identified, four females and one male, ranging from 27 to 76

® none of which are FEP variants. Clinical manifestations varied from a BCC

years of age,”
associated with pre-existing intradermal nevus,® superficial BCC* and sprouting from previous
laparoscopy scar after a latent period of 21 years.> We report a rare case of neoplasm with
fibroepithelioma of Pinkus and hidradenomatous features presenting on the umbilicus.

A 67-year-old female presented with a progressively enlarging, asymmetric, variegated
erythematous, dark brownish to bluish mass over the umbilicus in the recent 3 months (Fig. 1).
The nodule was fixed, nontender, but erosion developed in some areas of the lesion. There was no
previous history of overexposure to sunlight, or environmental carcinogens such as arsenic and
chemical agents. Elsewhere, she did not have any burn scars, chronic skin ulcers or any
remarkable pre-existing skin lesions. A wide-excision surgery was performed and, during the
procedure, there was no fistula or any connection with the underlying soft tissue of abdomen.

Histopathologically, there were distinctive foci of thin, branching, anastamosing strands of
basaloid cells connecting with the overlying epidermis, which were surrounded by fibromyxoid
stroma in the upper dermis. The presence of peripheral palisading, trabecular pattern of basaloid
cells and focal clefts between tumor and adjacent stroma are diagnostic of FEP (Fig. 2A, B). In
addition, some scattered areas of classical nodulocystic BCC were also present (Fig. 2C).

Elsewnhere, other distinct tumor differentiation was noted as patchy atypical basaloid cells arranged

in glandulocystic pattern with conspicuous mucin contents favoring hidradenomatous



differentiation (Fig. 3A, B). This distinct differentiation preserved the characteristics of peripheral
palisading and myxoid stroma (Fig. 3C). According to the clinical presentations and
histopathological findings, a neoplasm with FEP and hidradenomatous features is considered.

The anatomy of umbilicus is complex. It serves as a conduit between the developing embryo
and the placenta when the fetus develops. It is important to distinguish the nature of umbilical
tumors, whether benign or malignant components, including the primary or metastatic neoplasms.
Benign tumors make up around 57% of all the umbilical tumors.? In the majority of benign
umbilical tumors, it included cutaneous endometriosis, congenital polyps (enteromas, adenomas,
and omphalomesenteric duct remnants), benign nevi, and papillomas.® Endometriosis was the most
common benign umbilical tumor during the previous study.” Primary malignant neoplasm is
extremely rare as compared with metastatic ones, occupying 20% of all the malignant umbilical
tumors. The most common primary malignancy included adenocarcinomas and myosarcomas
arising from remnants of the omphalomesenteric duct or urachus, malignant melanomas, BCCs,
and squamous cell carcinomas.® Metastatic tumors, so-called Sister Mary Joseph’s nodule (SMJN),
which account for approximately 80% of the umbilical malignancies,® have traditionally been
considered a sign of ominous prognosis. Underlying primary malignancies that may give rise to
clinical presentation of SMJN are, in order of frequency, gastrointestinal (52%), gynaecologic
(28%), gastric (23%) and ovarian (16%) cancer.” The survival rate is around 10~11 months on
average.® Therefore, a low threshold for performing biopsy for atypical umbilical lesions in
appearance should be advocated.

FEP, first described in 1953, has now been generally recognized as an unusual variant of BCC.’
However, FEP, in contrast to conventional BCCs that commonly located on sun-exposure area and
particularly on the head and neck, has the overwhelming predilection on the trunk with fewer cases
presenting on the more sun-exposure area.'® FEP has a predilection for females and is found

mainly in individuals over 50 years of age, whereas BCCs are more common in males.* Thereby,



some authors elucidated that FEP more closely resembles trichoblastoma than BCC due to the
contrast between FEP and BCC with respect to site of occurrence, gender difference, relationship
to sun damage, histopathologic features, and immunohistochemical studies." To our knowledge,
FEP arising at the umbilicus is an exceedingly infrequent case.

FEP with eccrine differentiation, i.e. hidradenomatous growth pattern in this case, is interesting.
From previous study, the histological pattern of FEP perhaps suppose to be a consequence of the
spreading of the basaloid cells along the pre-existing eccrine ducts.** The recent concept postulates
that duct-like structure of FEP originates from the intraepidermal eccrine duct with CK1 and CK10,
and proliferates to spread in the dermis with CK16 and CK17.}? In our patient, FEP with
hidradenomatous growth pattern supports the concept that duct-like structure of FEP is mainly
originated from the intraepidermal eccrine duct and we proposed this duct-like structure is
pluripotent and possess capacity in differentiation into sweat glandular structures when spreading
into the dermis.

In conclusion, based on a clinical and histopathological point of view, we present a rare case of
umbilical FEP. It is important when physicians in face of an umbilical tumor, the distinction
between benign and possible malignant nature should be carefully evaluated. The characteristic
hidradenomatous features in this case highlight the rational explanation that the duct-like
structures of FEP may originate from the intraepidermal eccrine duct and have the pleuripotent

capacity to differentiate toward sweat glandular structures.
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Figure 1. A progressively enlarging, dark erythematous with focal blotchy mass over the

umbilicus.

Figure 2. (A) Low power view: it shows a majority of Fibroepithelioma of Pinkus (FEP)

connecting with the overlying epidermis, and another part of distinct hidradenomatous features

presenting at the bottom. (haematoxylin and eosin [H&E] % 20). (B) Distinctive foci of branching,

anastamosing strands of basaloid cells, indicative of FEP (H&E x 100). (C) Nodulocystic classical

basal cell carcinoma (H&E x 100).

Figure 3. (A) Another part of hidradnomatous nodule with tubular and cystic structures. (H&E x
20). (B) Basaloid cells arranged in glandulocystic pattern with conspicuous mucin contents
indicative of hidradenomatous features (H&E x 100). (C)The hidradenomatous features preserved

the characteristics of peripheral palisading and myxoid stroma (H&E x 100).
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