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Consideration of the Process of Lymph Node
Metastasis in Invasive Breast Cancer With
Squamous Cell Differentiation
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Background: Breast cancer with squamous differentiation is a relatively rare condition.
Clinically, lymph node metastasis is uncommon in metaplastic carcinoma We treated a
patient with lymph node metastasis of the ductal carcinoma component of invasive ductal
carcinoma with squamous cell differentiation.

Case Report: An 84-year-old postmenopausal Japanese woman had a left-breast mass with
an enlarged lymph node in the left axilla. A biopsy revealed an invasive ductal carcinoma
with squamous cell differentiation. A left mastectomy with axillary lymph node dissection
was performed. The histologic evaluation revealed invasive ductal carcinoma with
squamous cell differentiation. One lymph node was positive for metastasis consisting of
ductal carcinoma without squamous cell differentiation.

Conclusion: This case suggests that lymph node metastasis in ductal carcinoma with
squamous differentiation may first involve the ductal carcinoma component, and then
differentiation may occur in the involved lymph nodes. This is an interesting case
highlighting the process of the progression of lymph node metastasis in cases with breast
cancer with squamous cell differentiation.
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reast cancer with squamous differentiation is a  invasive carcinoma and is a very rare condition,
relatively rare condition. Squamous cell carci- accounting for only 0.1% of all breast cancers.?
noma of the breast is classified as a special type of Some types of metaplastic carcinoma are completely
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AOKI LYMPH NODE METASTASIS IN BREAST CANCER WITH SQUAMOUS CELL DIFFERENTIATION

Fig.1 Mammography revealed a large, dense mass in the left

breast. CC, craniocaudal; MLO, mediolateral oblique.

composed of a metaplastic component, whereas oth-
ers are a mixture of invasive ductal carcinoma and a
metaplastic component. Breast cancer with a squa-
mous component has been reported to have a poor
prognosis.” We encountered a case of lymph node
metastasis of a ductal carcinoma component in a
patient with invasive ductal carcinoma with squa-
mous cell differentiation. From this case, we discuss
the progression process of lymph node metastasis in
a case of squamous differentiated breast cancer.

Case Report

An 84-year-old postmenopausal Japanese woman
was referred to our division for the examination of a
large mass in her left breast. The physical examina-
tion revealed a 3.0-cm palpable mass that was elasti-
cally firm in the upper external quadrant of the left
breast; a 2.5-cm enlarged lymph node was palpable
in the left axilla. Mammography revealed a large,
dense mass in the left breast (Fig. 1). Sonography
revealed an irregular hypoechoic mass of 20 X 20 X
14 mm with partially indistinct borders, internal het-
erogeneity, and posterior echo enhancement in the
upper external quadrant of the left breast and an
enlarged lymph node in the left axilla (Fig. 2). There
was no finding of distant metastasis.

A core needle biopsy revealed an invasive ductal
carcinoma with squamous cell differentiation. The
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patient received a diagnosis of left breast cancer
cT2N1MO Stage IIB, and a left mastectomy with axil-
lary lymph node dissection was performed. The
resected specimen showed a relatively well-defined
mass. The histologic evaluation revealed that tumor
cells with enlarged nuclei with well-defined nucleoli
and eosinophilic cytoplasm proliferated while form-
ing large-to-medium-sized foci in a plump or sheet-
like pattern, indicating invasive ductal carcinoma
of the breast. However, approximately 40% of the
tumor showed differentiation into squamous epithe-
lium with broad polygonal cytoplasm and individ-
ual cell keratinization (Fig. 3). These findings are
compatible with invasive ductal carcinoma with
squamous cell differentiation.

Immunohistochemical staining was negative for
estrogen and progesterone receptor, and the HER2
score was 0. One of 22 dissected lymph nodes was posi-
tive for lymph node metastasis. Histologically, tumor
cells with enlarged nuclei with well-defined nucleoli
and eosinophilic cytoplasm, similar to the ductal carci-
noma component of the primary tumor, were proliferat-
ing in full and sheetlike foci in the metastatic lymph
node (Fig. 4). However, there was no evidence of squa-
mous cell differentiation in the lymph node. The patient
has not received adjuvant therapy or radiotherapy
because of her advanced age and low performance sta-
tus. The patient has remained alive for 48 months with-
out locoregional or systemic recurrence of the tumor.

Discussion

Metaplastic carcinoma is a heterogeneous group of
neoplasms characterized by squamous, spindle cell, or
mesenchymal differentiation with or without adeno-
carcinoma component.' Metaplastic carcinoma of
the breast is a relatively rare tumor, and the reported
data are limited. There are several hypotheses regard-
ing the histologic development of squamous cell dif-
ferentiation, including ectopic squamous cell origin
and squamous cell differentiation of adenocarci-
noma or breast tissue. Because ductal carcinoma
and squamous cell carcinoma coexist in many
cases, it is generally thought that squamous cell
differentiation develops from conventional ductal
carcinoma.>””® Our patient’s case was diagnosed
as invasive ductal carcinoma with dominant area
of squamous differentiation.

Metaplastic carcinoma of the breast exhibits clinico-
pathologic features that are distinct from those of duc-
tal carcinoma.>®'*"? Clinically, metaplastic breast
carcinoma is an aggressive disease, but lymph node
metastasis is uncommon.> ' In our patient’s case,
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Fig. 2 Sonography revealed an irregular hypoechoic mass of 20 X 20 X 14 mm with partially indistinct borders, internal heterogeneity,

and posterior echo enhancement in the upper external quadrant of the left breast (a), and an enlarged lymph node in the left axilla (b).

the lymph node metastasis consisted only of a ductal
carcinoma component, and there was no squamous
cell component in the involved node, suggesting that
the ductal carcinoma component, not the squamous
component, metastasized to the lymph node. There are
several case reports of invasive ductal carcinoma with
squamous cell carcinoma and positive axillary lymph
nodes.>'® A study of breast carcinoma with squamous
cell differentiation revealed that all of the lymph node
metastases had a ductal carcinoma component (the
same as the primary tumor), and ductal-squamous dif-
ferentiation was observed in the several involved
lymph nodes.” These results and our patient’s case sug-
gest that lymph node metastases may first be metasta-
sized by ductal carcinoma components, and then
differentiation occurs as the cancer cells proliferate.

a. (x2‘5)_

IDC

Squamous cell

differentiation

Conclusion

Our patient’s case suggests that lymph node metas-
tasis in invasive ductal carcinoma with squamous
cell differentiation may first involve the ductal carci-
noma component, and then differentiation may
occur in the involved lymph nodes. This is an inter-
esting case illustrating the process of the progres-
sion of lymph node metastasis in cases with breast
cancer with squamous cell differentiation.
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Fig. 3 (a) The histologic evaluation revealed invasive ductal carcinoma (IDC) with squamous cell differentiation (hematoxylin-eosin,

original magnification X25). (b) About 40% of the tumor showed differentiation into squamous epithelium with broad polygonal cytoplasm

and individual cell keratinization (hematoxylin-eosin, original magnification X100).
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Fig.4 One lymph node was positive for metastasis consisting of
ductal carcinoma without squamous cell differentiation (hematox-
ylin-eosin, original magnification X100).
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