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Cutaneous metastases in a patient with no previous diagnosis of cancer:
diagnostic challenge*
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Abstract: On rare occasions, skin lesions are the first local of metastatic manifestation of internal malignancies. In case of no
previous diagnosis of these tumors, the approach of suspicious skin lesions becomes a challenge, especially in differentiating
cutaneous metastases and adnexal primary neoplasms. Currently, besides epidemiologic, dermoscopic and histopathologic
aspects, the evaluation also integrates immunohistochemical exams and cell markers such as p40 and p63, highly specific for
skin metastases. This article describes the case of cutaneous metastases as the sole obvious sign of breast cancer in a previously
asymptomatic woman. The diagnosis was made by the finding of neoplastic cells in the dermis and immunohistochemistry

compatible with ductal carcinoma.
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INTRODUCTION

Cutaneous metastases are uncommon manifestations of in-
ternal malignancies and result of the distribution of malignant cells
in the skin around and distant from the primary tumor. They can
indicate an advanced or recurrent neoplasia, or even represent the
sole obvious sign of malignancy. In female patients, breast cancer
is the most frequent, followed by lung and colorectal. Identifying
these manifestations in patients with no previous diagnosis of a
primary neoplasia, as well as the appropriate management of these
uncommon lesions, is a real challenge for the dermatologist.

CASE REPORT

An 83-year-old female patient sought medical care initially
because of actinic keratoses. During examination, besides the pre-
senting complaint, three erythematous, well-defined, symmetrical
nodules, with approximately 3cm in diameter were seen on the left
hypochondrium, interscapular region and sacrum (Figures 1 and 2).
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She did not know when the lesions first appeared. On physical ex-
amination, the patient presented with good general condition and
no abnormalities of note.

During the assessment of the lesions, histopathology favored
the diagnosis of cutaneous metastases of breast cancer and the im-
munohistochemistry suggested the ductal subtype (Figures 3 and 4).
During follow-up, axillary lymphadenopathy and a subtle fibroelas-
tic and ill-defined nodule in the external upper quadrant of the right
breast were noted.

Subsequently, imaging studies were requested and demon-
strated metastatic involvement of multiple sites. Computed tomog-
raphy revealed a 4-mm nodular opacity in the lateral basal segment
of the right lung; a 2.5-cm nodular lesion in the right lobe of the thy-
roid and nodular calcifications on the left lobe; diffuse involvement
of the thoracic cage and segments of the spine with a lytic and osteo-
blastic appearance; enlarged axillary lymphnodes and mediastinal
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lymphnodes in the upper limit of normal. The patient was referred
to the department of Oncology, where she is undergoing palliative
clinical treatment.

DISCUSSION

Cutaneous metastases are uncommon manifestations re-
lated to the direct invasion or local or distant spread of primary
malignancies. With an incidence between 0.7% and 9% of all cancer
cases, they can indicate an advanced or recurrent neoplasia, or even

appear as a primary manifestation of malignancy. Breast cancer cu-
taneous metastasis is the most frequent, however, it is rare to occur
as the first sign of this neoplasia.!

In 2013, an important review of cutaneous metastasis cases
was performed in a Brazilian hospital, with a total of 209 entries in 45

years. This study demonstrated a higher frequency of lesions on the
skin of the chest (31.94% of cases), followed by the abdomen (20.37%)
and scalp (14.81%). In women, the most often diagnosed primary
malignancy was of the breast (63.19%), intestines (10.41%) and lung

FiGURe 1. Subcutaneous nodule on the left hypochondrium

A

FIGURE 2! Subcutaneous nodules on the interscapular region and
sacrum A. Subcutaneous nodule on the interscapular region B.
Subcutaneous nodule on the sacrum C.
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Ficure 3. Cells with atypical small nuclei, attempting to form lines
amid a dense collagenous stroma in the dermis (Hematoxylin &
eosin, X100)
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Ficure 4. Diffusely positive immunohistochemistry to AE1 + AE2
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A; CK7 B; estrogen receptors C; and progesterone receptors
D (immunohistochemistry, X10)
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(4.16%). In men, lung (33.84%), stomach (12.30%) and larynx (7.69%).?

A second study in 2014, conducted for 25 years with 401
cases of cutaneous metastases in the United States demonstrated
in absolute numbers the breast as the main site of primary malig-
nancy, corresponding to 32.7% of the cases of cutaneous metasta-
sis, followed by the bronchi and lungs with 13.2% of cases. In the
breast, the main malignant subtypes seen were the infiltrating duc-
tal carcinoma, in 86 of the 131 cases, and the lobular carcinoma, in
19. Regarding the primary lung malignancies, the adenocarcinoma
subtype was responsible for 21 of the 53 cases reported.’

For cutaneous metastases, single or multiple nodular le-
sions are the most common presentations, followed by papules, ery-
sipelas-like, alopecic and sclerotic plaques. They are localized and
can present in a zosteriform pattern, especially on the anterior and
lateral thorax.>*® In a review of 72 cases of cutaneous metastasis, a
solitary nodule was seen in 27% of the total, followed by multiple
nodules in 23%. In half of the cases, the lesions were found on the
thorax. In women, 81% of the metastases were from breast carcino-
ma; in men, 18% were from neoplasia of the larynx, being them the
most common ones.®

During the assessment of suspicious nodular lesions, vas-
cular structures, such as microtraumas and violaceous dots in the
internal perimeter of the metastasis are frequently seen on dermos-
copy. In 20 patients with a histopathological diagnosis of cutaneous
metastasis, most lesions were pink or erythematous in color, how-
ever, hyperpigmentation was described in three. Of the 17 non-pig-
mented lesions, 88% had small arborizing, linear or serpiginous ves-
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sels, and 12% had a homogenous pink appearance with no vascular
structures. The three hyperpigmented nodular lesions were related
to breast carcinoma, corresponding to a total of 60% of its five cases.”

Histopathology remains as the main approach for cutaneous
metastatic lesions: it is the gold standard for diagnosis, with adeno-
carcinomas being the most common tumor type. An analysis of 124
cases of metastasis in Taiwan revealed this characteristic in 76.6%. For
the primary malignancies of the breast, ductal and lobular subtypes
are the most frequent. In the case of primary malignancy of the lung,
the small cell subtype continues to be the most prevalent.®’

The distinction between cutaneous metastasis and primary
skin adnexal tumor is, therefore, an important part of the assess-
ment of these lesions. A study with 143 cases of cancer — 76 of
those with cutaneous metastasis and 67 with primary skin adnexal
tumors — compared the expression of the markers p40, p63, cyto-
keratin 5/6 (CK5/6) and GATA3. These markers were seen in 80%,
84%,86% and 47% of the primary skin adnexal tumors, respectively,
and in 8%, 17%, 26% e 40% of metastases. The study demonstrated
the statistical significance of the use of p40, p63 and CK5/6 in distin-
guishing these lesions, since these markers had a sensitivity of 80%,
84% and 86% for primary skin adnexal tumor and specificity of 92%,
83% and 74% for cutaneous metastasis.'’

The presence of cutaneous metastases in cases of breast
malignancy is a sign of poor prognosis, with a mean survival of 3
months.* Therefore, the multidisciplinary evaluation becomes rele-
vant for confirmed metastatic lesions, so as to map the extension of
the process and start adequate treatment.* 0
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